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Session overview @;ic

1. Director’s welcome — Pamela Rendi-Wagner, ECDC
Introduction — Marieke van der Werf, ECDC

3. Key objectives for the meeting — Jenny Mohseni Skoglund,
ECDC

4. Presentations network members and invited experts — 7our
de table

N
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ECDC mission & role

To identify, assess and
communicate current and
emerging threats to human

health posed by mfectlous '
diseases.

ECDC NORMAL
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Sexually transmitted infections, blood-borne viruses R
and tuberculosis section 250

SDG-targeted diseases group
 Hepatitis B and C
« HIV

« Sexually transmitted infections
« Chlamydia
« Gonorrhoea
« Syphilis

 Tuberculosis

SOHO team
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EU regulations relevant for SoHO

 Requlation (EC) No 851/2004 of the European Parliament and of the Council of 21 April 2004
establishing a European Centre for Disease Prevention and Control

 Requlation (EU) 2022/2370 of the European Parliament and the Council of 23 November 2022
amending Requlation (EC) No 851/2004 establishing a European Centre for Disease Prevention
and Control

 Requlation (EU) 2022/2371 of the European Parliament and the Council of 23 November 2022
amending Requlation (EC) of 23 November 2022 on serious cross-border threats to health and
repealing Decision No 1082/2013/EU

* Directive 2010/45/EU of the European Parliament and of the Council of 7 July 2010 on standards
of quality and safety of human organs intended for transplantation

* Proposal for a Regulation on standards of quality and safety for substances of human origin
Intended for human application and repealing Directives 2002/98/EC and 2004/23/EC

D



https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32004R0851
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=celex:32004R0851
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2370
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2370
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2370
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2371
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2371
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2371
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2370
https://eur-lex.europa.eu/legal-content/EN/TXT/PDF/?uri=CELEX:32022R2370
https://data.consilium.europa.eu/doc/document/ST-5389-2024-INIT/en/pdf
https://data.consilium.europa.eu/doc/document/ST-5389-2024-INIT/en/pdf
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Framework for ECDC support to EU/EEA countries and the European
Commission to reach microbial safety of substances of human origin

Prevention of communicable disease transmission through
application of substances of human origin

Provide guidance Threat detection,
on microbial assessment, and
safety response

Coordinate SoHO
network


https://www.ecdc.europa.eu/en/publications-data/ecdc-framework-relating-substances-human-origin-soho
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Coordinate SoHO network

Network of Member State services supporting the use of substances of human
origin (SoHO-Net). Four sub-networks with National Focal Points and observers:

 Blood

« Tissues and cells

« Organs

 Medically assisted reproduction

SoHO Network Coordination Committee with elected members from the network

Regular meetings of the SOHO Network Coordination Committee and of the four
SoHO sub-networks

EpiPulse platform for information exchange and collaboration between countries
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Provide guidance on microbial safety

« Develop and update guidelines as referred to in the SoHO
Regulation

« Guideline development process according to ECDC procedures for
developing guidelines

« Collaboration with the European Directorate for the Quality of Medicines &
HealthCare (EDQM) to ensure that technical guidelines published by
EDQM and ECDC are aligned

* Develop guidance and recommendations on topics relevant to the
microbial safety of SOHO at the request of the SoHO network, the
European Commission or on own Initiative
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Threat detection, assessment, and response: 2y
Monitor threats and outbreaks S

Detect, monitor, and report on serious cross-border threats to health
related to SoHO.

* Results of daily screening of various information sources

* Reports of cases of infectious diseases and pathogens that may
threaten microbial safety of SoHO in the EU/EEA in EpiPulse

* Monitoring of serious adverse reactions*

— Discussion of identified threats and an initial assessment of
appropriate ECDC actions.
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Threat detection, assessment, and response: B
Perform risk assessments and launch alerts m=s

* Provide risk assessments including science-based recommendations
and options for response in the case of a serious cross-border
threat to health

« Launch an alert in the EU SoHO Platform when the risk assessment

INC

icates a new risk to the safety of SOHOs

e Su

pport response coordination in the Health Security Committee
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Threat detection, assessment, and response: 2y
Provide advice on serious adverse reactions* 2850

SoHO National Authority will inform ECDC of serious adverse reactions
concerning a transmission of a communicable disease that is rare, or
unexpected for that SoHO type.

ECDC will support relevant follow-up actions including providing advice
or information to SoHO National Authorities on options for response.
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Empowering EU/EEA countries, the EC and other &b

partn

ers to drive public health policy and practice e

Through the building blocks detailed in this framework, ECDC aims to
achieve the following:

* Robust SoHO network and mechanisms for the exchange of information.

* Guidelines available and updated as needed for the prevention of donor-
gerl_ll\éed communicable disease transmission through the application of
oHO.

« Wel

I-functioning system for identification and information sharing of

serious adverse reactions and communicable disease outbreaks relevant

tot
* Hi

ne microbial safety of SoHO.
n-quality risk assessments with science-based recommendations and

opti

ons for response and timely alerts when a new risk to the safety of

SoHOs is identified.



Aim and key objectives for the meeting @:c
« To get to know each other and understand the network and the role of the NFPs

« To update the SoHO-Net Organs group and invited participants on ECDC scientific outputs and
activities related to donor derived communicable diseases transmission

« To discuss current challenges in the fields related to donor derived communicable diseases
transmission

« To exchange good practice of donor testing strategies

« To share experiences of reporting serios adverse reactions and events

« To identify and prioritize main topics for activities for the SoHO-Net Organs group.



Session 2

SOHO-Net Organs group
18 June
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Session overview @c

1. The role of ECDC networks and the SOHO-Net Organs group — Jenny,
Mohseni Skoglund, ECDC

2. Questions and answers — All

3. Breakout session: topics and expectations for the role of ECDC in the field of
SoHO safety for organs



ECDC networks
Jenny Mohsenis Skoglund, ECDC
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Dedicated Networks @*c

“The Centre shall promote and coordinate the networking of bodies, organisations and experts operating in the
Union in the fields relevant to the Centre’s mission, including networks arising from public health activities supported by the

Commission, and operate dedicated networks on surveillance, while ensuring full compliance with rules on transparency and

confiicts of interest.”

Dedicated network means any specific network on diseases, related special health issues or
public health functions that is supported and coordinated by the Centre and is intended to ensure

collaboration between the coordinating competent bodies of the Member States.




and networks dedicated to health issues*

Antimicrobial resistance and healthcare-associated infections
. European Antimicrobial Resistance Surveillance Network (EARS-Net)

. European Surveillance of Antimicrobial Consumption Network (ESAC-
Net)*

. Healthcare-associated Infections Surveillance Network (HAI-Net)*

. European Antimicrobial Resistance Genes Surveillance Network
(EURGen-Net)

Emerging and vector-borne diseases
. Emerging and Vector-borne Diseases Network (EVD)
. Emerging Viral Disease-Expert Laboratory Network (EVD LabNet)

. European Network for sharing data on the geographic distribution of
arthropod vector, transmitting human and animal disease agents
(Vector-Net)*

Food- and waterborne diseases, zoonoses

. European Food- and Waterborne Diseases and Zoonoses Network
(FWD-Net)

. European Legionnaires' disease Surveillance Network (ELDSNet)

. European Creutzfeldt-Jakob Disease Surveillance Network (EuroCJD)

ECDC NORMAL

Disease and Laboratory Networks

Respiratory tract infections

European Tuberculosis Surveillance Network

European Reference Laboratory Network for TB (ERLTB-Net)

European Influenza Surveillance Network (EISN)

European Reference Laboratory Network for Human Influenza (ERLI-Net)
European COVID-19 Surveillance Network (ECOVID-Net)

European COVID-19 reference laboratory network (ECOVID-LabNet)

HIV, STI and blood-borne viruses

European Sexually Transmitted Infections Network

European Gonococcal Antimicrobial Surveillance Programme (Euro-GASP)
European Network for HIV/AIDS

European Network for hepatitis B and C surveillance

Vaccine-preventable diseases and invasive bacterial infections

European Invasive Bacterial Diseases Surveillance Network (EU-IBD)
EU laboratory Network for surveillance of Pertussis (EUPertNet)
European Diphtheria Surveillance Network (EDSN)
Netw , : '

Network for the Microbiological Safety of Substance of Human Origin (SoHO)*




—7 ECDC NORMAL
What?

Provides information

For monitoring the situation in your country and for
identification of country needs.

Networking

Interacting with other EU/EEA countries.

Provides technical advice

Review/comment technical
documents .

Coordinates

Interactions with national stakeholders. ?g

&)

Provides input
To ECDC strategic planning.

Participates in ECDC activities

Presentation on your subject area
and/or your country.

D«
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L
How? C

E-mail exchange

» Requesting information from your country.
» Requesting information to ECDC.

‘ @ Targeted request

» Surveys or external consultations.
» Country visits.

Bilateral interactions

(%Aﬁ% « With other EU/EEA countries.
‘ ‘ ~— « Study visits/expert exchanges.
ECDC information systems

 Discussion forums in EpiPulse.

Video conference

CJ.:/ <+ Adhoc orregular virtual meetings. -
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The SoHO network (%ﬁc

Reqgulation of the European parllament and of the Council amending Regulation
(EC) No 851/2004 establishing a European Centre for disease prevention and
control

brings a legal framework for ECDC’s recommendations to Member States
regarding health threats preparedness, and also for hosting expert networks.


http://data.europa.eu/eli/reg/2022/2370/oj

e
ECDC SoHO network (SoHO-Net)

ECDC NORMAL

Observers

DG SANTE
SoHO

EMA

International
organisations
EDQM, WHO

Professional
organisations

ECDC SoHO

SoHO Net Coordination Committee

9 members
NFP group NFP group NFP group NFP group
Blood Tissues & Cells Organs MAR
Optional: Optional:
. Sub-group | Sub-group
Cells living donors
Optional: Optional:
Sub-group Sub-group
~  deceased — deceased
donors donors

ﬂ_‘
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Main objectives of the SOHO-Net (%ﬁc

* Encourage cooperation between Member States

* Help to ensure that SoHO are microbially safe by monitoring, assessing and
helping to address relevant disease outbreaks that can pose cross-border
threats to health

e Support the detection, monitoring and reporting on serious cross-border
threats to health related to SoHO

* Enhance preparedness and response planning activities in the Union

* Safeguard patients in need of SoHO



Responsibilities of the SOHO NFPs Qﬁc
« Cooperate closely and communicate with National Competent Authorities

« Support and advise NCA in the establishment of the national communication channels

e Support ECDC in regular monitoring of microbial safety measures

« Contribute to the assessment of the impact of scientific advice produced by ECDC

 Report to the EpiPulse and analyse cases of infectious diseases and pathogens related to SoHO
that may threaten public health in the EU/EEA



The SoHO-Net Coordination Committee (NCC) @gg

Consists of 9 members of the SoHO-Net, nominated by SoHO-Net members
2 members from each Blood, Organ and MAR group
« 2+ 1 members from Tissues and Cells, respectively
« Elected for a period of 3 years
« Can be re-elected
« Elected by the Network

« Works closely with ECDC in between the network group meetings
* Provides advice on urgent matters

« Contributes to the agenda of the regular network meetings

« Appoints a chair among its members
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The SoHO-Net Coordination Committee (NCC)

Appointed by the ECDC Director

NCC members

NFP Blood

NFP Human Organs

NFP MAR

NFP Tissues and Cells

Number of
members

Elected member

Anna Margreéet Halldorsdottir, Iceland
Imad Sandid, France

Sophie Lucas-Samuel, France
Paolo Antonio Grossi, Italy

loana Rugescu, Romania
Sara Pimentel, Portugal

Vacant
Gorazd éebulc, Slovenia
Vacant



SoHO-Net Organs group — Expectations
and topics
Group discussion

31
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Breakout session: share expectations on ECDC activities in the field of Organs @c
and describe topics for activities for the SoHO-Net Organs group S

You will be divided into 5 groups with one facilitator per group to guide you. Each group you will:

1. Share and discuss your expectations on the role of ECDC and the SoHO-Net Organs group in
the field of Organs safety. E.g.,: platform to share good practices in the prevention of
communicable disease transmission.

2. Propose and discuss topics for activities for the SoHO-Net Organs group. E.g.,: Need for
guidance on the screening of arboviruses.

Summarize your discussion and conclusions in bullet points and nominate one or two persons who
will present the summary of the discussions, orally or with slides.

After the coffee break: each group will have 5 minutes for presentation, followed by a common
discussion. The proposed topics will be discussed again at the end of the meeting.



Session 3

ECDC activities and Organs safety In the

context of the new SoHO regulation
18 June
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Session overview @;c

1.

a s WD

o
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Presentation of the SoHO regulation — Stefaan Van der Spiegel, DG
SANTE

Presentation of ECDC technical guidelines — Francois-Xavier Lamy, ECDC
ECDC guidelines for HIV and hepatitis B and C — Flavia Cunha, ECDC
Questions and answers — All

The impact of the SOHO regulation on Organs safety — horizon
scanning — Martina Brix-Zuleger, NFP Austria

Discussion on the overlap between tissue and organ donors testing
and considerations in the context of the new SoHO regulation - All



A new EU Regulation on standards of
quality and safety for substances of
human origin intended for human
application

SoHOnNnet meeting organs
ECDC, Stockholm, 18 June 2024

(Slides for dissemination



Current EU legislation on safety and quality of

ECDC NORMAL

substances of human origin

UMAN HUMAN

Transfusion Medicines

BLOOD & PLASMA

EU legislation since 2002

(4 Directives)

Bone marrow MAR

Tissue
transplant

TISSUES & CELLS

EU legislation since 2004
(4 Directives)

transplantation

/

ORGANS

EU legislation
since 2010
(2 Directives)

/

European
Commission



Evaluation of the

D atony "% 2" The EU legislative process

Impact assessment — options to
address the problems — cost,
burden etc. (evidence and
onsultation)

Drafting of new legislation

Publication of a Proposal

European
Commission

Adoption of

final text

N . .- Member State
egotiation governments in

trilogues —  the European
- - __ Council

European Parliament
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Evaluation of the Blood, Tissue and Cell
legislation - published in 2019

Overall — the legislation led to increased safety and quality of BTC but
gaps and shortcomings were identified

1. Patients are not fully protected from avoidable risks because some
rules are out of date

2. Legislation does not mitigate risks for BTC donors and for children
born from donated eggs, sperm or embryos

3. Member States have divergent approaches to oversight

A 4. Full potential of innovative therapies is not reached for patients

0y
Y 5. Patients are vulnerable to interruptions in EU supply of some BTC

Commission

[ CoVID confirmed problems J |




Current EU SoHO legislation on safety and quality

Bone marrow AR Tissue \
transplant

Transfusion Medicines transplantation

ORGANS

BLOOD & PLASMA

EU legislation
since 2010
(2 Directives)

/k /




Key improvements

Supporting high safety and
quality standards based on
up-to-date technical rules for
substances of human origin
(SoHO)

Extending the safety
and quality framework
to other donated SoHO
such as breast milk

Implementing
digital-ready
policies

Improving crisis
therapies

SAVING AND TRANSFORMING LIVES
(FIGURES PER YEAR)

2 0 000

15 MILLION 4,6 MILLION OVER 200 000 36 000 OVER 10 000
blood & plasma patients babies born stem cell comea
donors transfused from Medically transplants for transplants
Assisted bloed cancers

Reproduction

preparedness to
safeguard access to

Extending protective
measures to donors and to
offspring born from
medically assisted
reproduction

Improving
harmonisation across
Member States,
facilitating cross-border
exchange of So0HO and
improving patient
access to the therapies
they need

Creating conditions for
safe, effective and
accessible innovation

650
heart
valves



https://health.ec.europa.eu/blood-tissues-cells-and-
organs/overview/proposal-regulation-substances-human-origin_en

- European
Commission

Public Health

@ English Search

Home > Blood, tissues, cells and organs > Overview > New EU rules on substances of human origin

New EU rules on substances of human origin

PAGE CONTENTS
Commission proposal
Next steps

Latest updates

Documents

Check for updates —
new link will be added

when the text is
published in the OJ

On 14 December 2023, a political agreement was reached on the Commission’s proposal for a
Regulation on standards of quality and safety for substances of human origin intended for human
application.

» Press release ‘@,

» Factsheet @,

The agreed text ‘@,, prior to legal-linguistic revision, is available on the Council website.

The Commission Proposal 4@, was tabled in July 2022.

» Press release ‘@,

« MEMO @,



Key new and changed concepts

H
[ )

Scope and advice ]

* SoHO activities, entities and establishments
 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation
» Recipient and offspring protection

 Vigilance

* Supply continuity

- Digitalisation — the SoHO platform

This presentation explains the concepts in the Regulation, as proposed by the
Commission and amended during negotiations.



Scope: Regulation covers all steps for all SoHO (some limited
provisions for autologous SoHO), unless processing or application
steps fall under scope of other EU frameworks — then SoHO regulation

IS restricted to certain relevant activities

Breast milk

Private
situations

Publication

. .- 7
obligations = #0

0
%

national @Autologous
security or £ bedside
(closed

defence

systems)

+ Breast
milk and

/ Borderline criteria are not
set in this Regulation.
They are set in the other
legislative acts (medicinal
products, medical
devices)
\_ — FUTURE PROOFING  /
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In cases where SoHO move to another framework —
which SoHO provisions apply? Article 2(6)

The following activities are regulated by the SoHO Regulation:
« SoHO donor registration
« SoHO donor history review and medical examination

 Testing of SOHO donors or persons from whom SoHO are collected for
autologous or within-relationship use

» Collection
 Release

When carried out before distribution to a manufacturer, the following are
also regulated by the SoHO Regulation:

 Storage; Distribution; Import; Export.

Art 2(7) — when the SoHO is used to
manufacture an autologous

medicinal product — only testing and
collection are covered by SOHO Reg

European
Commission



The SoHO Coordination Board (SCB) - 4twia

supporting implementation in MS products where

an opinion is
needed

Advice on whether
the SoHO
Regulation applies

Documentation of
» Dbest practices for
s supervisory

functions - Advisory bodies in
« compensation other legislative
condﬁtionS' SCB frameworks

* Indicative criteria for
critical SoHO and
critical SoHO entities

Co-chairing by Commission and
MS
Secretariat: Commission

Members:

Compendium on

|:> regulatory status

2 per Member State

Support for joint oversight
activities

Observers:
Union bodies/institutions/agencies

M

- inspections & other invitees Record of:
- Preparation » National decisions
assessments

on regulatory status

* Compendium of

Support for coordination advice given by SCB

during emergencies

on regulatory status

Exchanges on good
practices with Expert
bodies — ECDC,
EDQM and with EMA

Support to COMM on the
specifications for the
SoHO Platform
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Building coherent Pharma/SoHO
classification decisions and advice

3. If needed,
COM decisions

2. If needed, EU-
level advice

1. National
decisions

d. Request/give COM
decision (13.5)

c. Consult other-sector
advisory bodies (69.1c)

1

d. Request/give COM
decision (R/62)

c. Consult other-sector
advisory bodies (R/58.2,
61.2)

A b Re N
. Request scientific
gbﬁiefn“aséng E advice (R/58.1, 61.1)
|
a. consult
a. Consult G other-sector Q
other-sector * (D/201)
NCA (12.2,
13.1-2)

SoHO

Pharma

European
Commission



Key new and changed concepts

» Scope and advice

[- SoHO activities, entities and establishments

 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation
» Recipient and offspring protection

* Supply continuity

 Digitalisation — the SoHO platform
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Supervision of all SOHO Activities that directly
impact safety, quality or effectiveness

Definitions provided for the SoHO

Donor History
Review &
Medical examination

‘ activities and recitals explain them

autologous

D'otno:' I \ ‘E % recipients
egistration “ /

Testing of donors or ‘

[ Export | Distribution l Clinical
Lol Outcome

A

\;l é Registration

: ) )
Oo .oQ \QQ ’DO" 00 o OQ 0 5
5y & 2 D g 3 &S
S ) & S
S N4 & I > & L E
Q P O S < Q
Q O S

Any actor organising one or more SoHO activity/ies needs to

register as SoHO entity with the Competent Authority

European
Commission



....but risk-based authorisation, ensuring efficient
use of authority resources

. | o A SoHO
A SoHO entity carries out one or more SoHO activities establishment

may carry out

A SoHO establishment is a SoHO entity that carries out at least many other
SoHO

activities — all
* Release, or will be

« Both processing and storage, or

« Import, or included in

Export thelr
authorisation

Note: CAs may regulate a SoHO entity as a SOHO establishment, even if it
does not meet the criteria above, if it considers that the entity has a
particularly important impact (e.g. a testing laboratory that tests donors for a
whole region or country, a register that identifies and selects donors for one
or more Member States).
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The concept of SOHO entities and SoHO
establishments: graded approach to oversight
- high level of transparency

[ * Responsible person (+/- as today) ]

SoHO entities must be registered

SoHO Entities

®)

Responsible person (+/- as today)
Releasing officer(s)
Nominated physician

Must be registered, authorised,
and inspected regularly

SoHO
Establishments

Importers Note - Risk-based scheduling —

JAXelo[1To]a ST o [oTelli[oX=10[ 191 MaX 4 years between on-site
inspections

Note — derogation for plasma for
PDMP that is included in a PMF —
see Art 47(2)

ﬂ European
Commission



Key new and changed concepts

Scope and advice

* SoHO activities, entities and establishments

[  SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation
» Recipient and offspring protection

 Vigilance

* Supply continuity

- Digitalisation — the SoHO platform



SoHO Preparation Authorisation — robust

evidence of safety and effectiveness

What is a ‘SoHO Preparation’?

A particular SoHO that has been subjected to
processing, and where relevant other SoHO activities,
has a specific clinical indication and is intended for
immediate application to a recipient or for
distribution.

SoHO
SoHO Preparations

Platelets

",f%%‘.
Plasma % /
s

Red blood cells

| Must be I
authorised




The concept of SOHO entities and SoHO
establishments: graded approach to oversight
- high level of transparency

SoHO Entities

®)

SoHO entities must be registered

SoHO preparations must be

P’°;§I§I%i“9 authorised — need for evidence of
safety and effectiveness

SoHO

establishments Must be registered, authorised,

and inspected regularly




@

GVPP

Grant
authorisation for
the SoHO
preparation

OR

Grant an
approval of the
Clinical Outcome
Monitoring plan
or request an
amended plan

Grant
authorisation

OR

Based on preparatory work done by GAPP Joint Action
(incl. stakeholders from 17 countries: 15 CAs & professional associations)

SoHO Preparation Authorisation

Taking into
account any
relevant EDQM
monograph

Refuse

OR authorisation

Refuse
authorisation




Clinical Outcome Monitoring Plans for gathering further
evidence of safety and effectiveness in recipients

Positive expected benefit:risk

comparison
to standard
therapy

clinical investigation study with
appropriate number of patients

No clinical and pre-defined clinical endpoints

outcome

monitoring

required Clinical follow-up of a defined number of patients is required

Negligible Low Moderate
Risk Risk Risk insfiher
ethics
OR committee
\ approval
Sufficient evidence of Y

positive benefit:risk Study summaries registered on
SoHO Platform prior to
commencement




Key new and changed concepts

Scope and advice
* SoHO activities, entities and establishments

 SoHO Preparations and their authorisation

[ - Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation
» Recipient and offspring protection

 Vigilance

* Supply continuity

- Digitalisation — the SoHO platform



The challenge of setting technical rules

Clarity Agility

STANDARDS

Defined in the Regulation Generic

Rules that
are
responsive
to risk

Detailed

harmonised
rules

TECHNICAL GUIDELINES

The way to comply with the : . .
standards — defined outside Deta'Iggei?f?c'gféﬂg:gsso'_'o

the Regulation

|.




Implementation of generic standards through
technical guidelines - staying up-to-date with the

science in an agile way

. . : . “‘where the Commission
Commission Implementing Legislation

deems necessary”

o
Wi

Y

Inspectors shall deem
the standards to be met

NCA

MS shall demonstrate compliance
with standards — may do so by
demonstrating equivalence to ECDC

If none: :
. . Published & updated e
Technical Guidance on the EU SoHO Platform by ECDC/EDQPM EEN
OR:
. : ., . Demonstrated by MS to achieve
Equivalent” Guidance the standards in the Regulation
OR:

and EDQM

Other guidelines or methods based on international standards

or scientific evidence

&
)

Entities shall demonstrate equivalence to
inspectors — may do so by demonstrating
equivalence to ECDC and EDQM




Key new and changed concepts

Scope and advice
* SoHO activities, entities and establishments
 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

[ * Donor Protection and Voluntary Unpaid Donation

» Recipient and offspring protection
 Vigilance
* Supply continuity

- Digitalisation — the SoHO platform



SoHO Donor Protection — significantly strengthened

Protection of SoHO living donors before, during, and after the collection.

Including for donations by relatives

Information & consent

- Physical and mental integrity, non-discrimination, data protection & safeguarding of
anonymity (with some exceptions e.g. ID of MAR parents when allowed or obliged in
MS)

- Donor health evaluation

- Risk-proportionate approach to donor monitoring: registration of donors subjected to

- surgical procedures

- medicinal product treatment

- frequent or repeated donations implying risk to health.

Required reporting of serious adverse reactions in donors

Protection of the dignity and integrity of SOHO deceased donors

- Information & consent by relatives, when applicable



Principle maintained
. . Based on Recommendations of the
Volunta I'y & Un pa|d Donation Council of Europe Committee on
Bioethics — aiming for financial
neutrality

 NO financial incentives or inducements to donate

« Compensation of living donors for losses can be allowed in accordance with
the principle of VUD

 When a Member State allows compensation — upper limit to be set in
national legislation — transparent criteria based on best practices
established by the SCB

» Compensation conditions set in MS to be shared with the other MS via the
SCB

« Donation promotion and publicity activities must not refer to
compensation (without prejudice to national laws on information provision)

Considerable elaboration of

recitals (4) to explain provisions




Key new and changed concepts

Scope and advice

* SoHO activities, entities and establishments
 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation

[ » Recipient and offspring protection

 Vigilance
* Supply continuity

- Digitalisation — the SoHO platform



Recipient and offspring protection

« |dentification and mitigation of risks from transmissible infectious, genetic,
malignant diseases

* |dentification and mitigation of risks from toxins, contaminants from the
environment, other donations, the personnel, the equipment, reagents etc.

* |dentification and mitigation of risks of detrimental effects on inherent
properties of the SoHO concerned

* |dentification and mitigation of risks of harmful immune reactions

 Application of national rules regarding the maximum numbers of offspring
from one SoHO donor

* No application of SOHO unnecessarily or in cases where there is no
proven benefit

* No promotion of SOHO application based on misleading information

* No human application of SoHO without therapeutic or assisted reproduction
objective (i.e. no exclusively cosmetic or nutritional applications)



Key new and changed concepts

Scope and advice

* SoHO activities, entities and establishments
 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation

» Recipient and offspring protection

[  Vigilance

* Supply continuity

- Digitalisation — the SoHO platform



Competent Authorities:

Member
States

Designate

One or more
SoHO competent authorities

If just 1 CA is designated

— it is also considered as the
SoHO national authority

If more than 1 CA are designated
— 1 among them to be designated
as the SoHO national authority

Clearly defined principles
on independence,
impartiality and

transparency Note: Some SoHO supervisory activities can be

delegated to delegated Bodies

Main Roles

SoHO national authority: Liaison & Cooperation

| SoHO Coordination Board

SNA
[

SoHO national authorities
of other Member States

SoHO competent authorities Other Non-SoHO Authorities

SoHO competent authorities: SOHO Supervisory Activities

SoHO @

Establishments and entities




Vigilance overview — largely unchanged

SoHO
Entities

®)

Competent
Authorities

Communication with CAs

Send SAR/SAE notification & No change to SAR/SAE
SAR/SAE investigation report to definitions!
their CA

* Aggregate the

7 summaries from the

Verify info of SAR/E notifications %% SoHO l_\l_ational
& investigation reports, assess the == Authorities
results of the investigation, inform * publish annual SoHO
the entity vigilance report

Send annual summary of SAR/E
notifications & investigation

reports received to their SoHO *
National Authority ) |, | © Submits annual summary
Launch SoHO rapid alerts to the EU SoHO

Platform
* Publishes aggregated

from other frameworks summary for their MS



Best practices

Vigilance enhancements agreed and

documented by
SCB

* Inclusion of SAR reporting requirement for SAR in living SoHO donors

* Clarification that SAR/E detected during clinical outcome monitoring
must be reported

» Obligation for reasonable efforts to encourage recipients of MAR donations to
communicate information on genetic conditions in offspring — when
serious these are reportable as SAR

* Role of ECDC for SAR concerning infectious disease transmissions

* Formalisation of communication requirements with CAs in other sectors,
when appropriate

» Clarification that loss of critical SOHO constitutes an SAE in defined
situations

» CAs to provide guidance and templates to professionals and to inform
relevant SoHO entities of Rapid Alerts received



Key new and changed concepts

» Scope and advice

* SoHO activities, entities and establishments
 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation
» Recipient and offspring protection

 Vigilance

[- Supply continuity

- Digitalisation — the SoHO platform



Resilience of Supply Critical SoHO

‘Critical SOHO’ are SoHO that for which an Supply of critical SoHO is protected by:

insufficient supply will result in serious harm or

Obligations on Member States to

risk of harm to patients or a serious interruption in ensure a sufficient, adequate and

manufacture of critical products regulated by resilient supply

New

other legislation. - Facilitate donation article!

- Communication and education

- Optimal use

A ‘critical SoHO entity’ is a SoHO entity

- Activity data collection and
that carries out activities contributing to the

monitoring
supply of critical SoHOs and the scale of - Supply alerts
those activities is such that a failure to carry - National SoHO emergency plans
them out cannot be compensated by - SoHO Entity emergency plans

activities of other entities or alternative - Derogations and additional measures

in emergency situations

substances or products for recipients.




Key new and changed concepts

» Scope and advice

* SoHO activities, entities and establishments
 SoHO Preparations and their authorisation

- Standards and hierarchy of technical guidelines

* Donor Protection and Voluntary Unpaid Donation
» Recipient and offspring protection

 Vigilance

* Supply continuity

[- Digitalisation — the SoHO platform




Digitalisation — efficiency, transparency, monitoring

Registry of
entities and

their
Member State authorisations authorised
National and SoHQ
other preparations
competent +

authorities

Technical
guidelines for
implementation
of standards

More stringent
national
measures

Supply flows
and shortages
monitoring

Supply alerts

The EU
SoHO
Platform

Compendium of‘\:“;

List of ongoing
Clinical studies

SoHo
Coordination
Board
Membership and
compendium of
advice given

Vigilance
reporting

Rapid alerts



May
2024

- Architecture &
- Automated testi
- Releases 0.1 to

- Security Plan

- Cloud architecture @ DIGIT

reuse

ing

1.0

~—

Release 0.1

Home page + global search
Registration + preparation
Publication of

technical guidelines

October
2024

ECDC NORMAL

SoHO Platform Roadmap

February
2025

September
2025

February
2026

Q
2026

[ Mapping

and interoperability
study

N

Release 0.2

- Notifications
and alerts

- Reporting 1
- Publication 2

SOHO-X development and mainten:
(internal team)

~

Release 0.3

- Collaborative
space

- Indicators

- Reporting 2
- Publication 3

ance

~

Release 1.0

- Interoperability
- Testing phase with CA

N

Release 1.1

- Production
phase

- Follow-up
with CA
and
Entities

European
Commission



Next steps
Entry into Force and Date of Application

« Formal approval by the Council and publication in the Official Journal

» The Regulation will enter into force 20 days after its publication in the Official Journal of the European
Union — during 2024 (~ before summer)

» 3 years before the provisions become applicable - 2027 (an additional year for some provisions)



Current & future EU4H actiohs ' 8oHO L Supeort implementation

|:| Focus on implementation

. EGALITE (2021)

Availability, accreditation (Tissues)

. BRAVEST (2021)

Crisis resilience (Organs)

. EuroTRACTOR (2021)

Outcome registry (HSC)

. EUMAR (2021)

Outcome registry (MAR)

. SIGHTSoHO (2021)

Training authorities (B, TC)

. Cooperation Agreement EDQM (2021)

Guidelines, vigilance, support professionals, supply (B, TC, O)

. Readership (2022)

New obligations entities in hospitals (B, TC)

O [0 |IN|O (U ]| WIN

. GAPP-Pro (2022)

New obligations process authorisation (B, TC)

10. New SoHO Breast Milk (2023)

Implementation new requirements for Breast milk banks

11. New SoHO FMT (call will be relaunched
[in 2024)

Implementation new requirements for FMT

11. Paired kidney exchange (2023)

Organs

12. Cooperation Agreement EDQM (2024)

Guidelines, vigilance, support professionals, supply (B, TC, O)

13. SOHO-X ICT (2024)

SoHO digital platform — new Regulation (B, TC)

14. Support for Organisational by SoHO
Authorities (call to be launched in 2024)

Support the implementation of the supervisory functions in
the new SoHO regulation

15. Regulatory Coherence (call to be
 launched in 2024)

Topics of concern across EU frameworks

European
Commission
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Technical guidelines on the prevention of
donor-derived transmission of communicable
diseases through SoHOs

SoHO-Net Organs Group meeting — 18 June 2024

76



REGULATION (EU) 2024/...
OF THE EUROPEAN PARLIAMENT AND OF THE COUNCIL (@

Context eCcoC

CASEASE FREVENTION
of ...

on standards of quality and safety for substances of human origin intended for human

application and repealing Directives 2002/98/EC and 2004/23/EC

(Text with EEA relevance)

Article 59, paragraph 4

For those standards, or elements thereof, concerning protection of SOHO recipientsand offspring
from medically assisted reproduction for which no implementing acthas been adopted, SoHO
entities shall take into account:

a) The most recent technical guidelines, as indicated on the EU SoHO Platform [...] :

(I) published by the ECDC concerning the prevention of communicable disease
transmission;

Of note: organs are excluded from the definition of SOHO from the scope of this regulation and thus of this project _ ‘m‘



Role of ECDC @;ic

« Develop and publish technical guidelines concerning the prevention of
donor-derived communicable disease transmission through SoHO

application

* Cover relevant pathogens for SoHO: those listed in the current directives and
those with current acute relevance (e.g., Dengue virus)

« For SoHOs as defined in the Regulation (i.e., not including organs)
« Supported by an ad hoc scientific expert panel(s)

The development of technical guidelines follows internal ECDC
procedures approved by


https://www.ecdc.europa.eu/en/about-ecdc/who-we-are/governance/advisory-forum

ECDC NORMAL

Overall project plan @;_\;g

Scientific expert panel

provide expertise and Available on SoHO

data/evidence; Sharepoint
analyse;
deliver opinion SoHO-Net
(ToR:
Cooperate
closely and
relevant communicate NCAS
- with relevant
decisions NCA on SoHO
ECDC microbial

; ; ; safety topics)
coordinate; organise; provide

data/evidence (literature
searches, systematic reviews);
deliver final recommendation
document



Guideline content development process @:c

« The expert panel is ultimately expected to provide feedback on statements
regarding:
« Testing strategies
« Deferral strategies (including deferral periods)

« Testing methods
 The feedback of the panel serves as a basis for ECDC to draft the guidelines

* The draft guidelines will be submitted for review to ECDC advisory forum, SoHO-Net,
EDQM, EMA, WHO and to other relevant stakeholders (closed consultation)
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ECDC NORMAL

~ ECDC SoHO guidelines — update

Overview

Expert panel meetings

- HIV: Sept 23-Feb 24

- HBV/HCV: May 24-Sept 24
(next meeting: 03 July)

- T. pallidum: Dec 24—May 25

HIV Guideline draft and review

- Drafting February to June
2024

- SOHO-Net review: June to
August 2024

=» SoHO-Net should liaise
with NCAs

- External stakeholder
consultation:
November-December

Publication

DISEASE FREVERTION

Current plan:
- HIV: March 2025

- T. pallidum:. 2026

Note: timelines are according to current plan

- HBV/HCV: End 2025




—"7 ECDC NORMAL
ECON ECDC SoHO-Net Collaboration Centre C

o
AMD CONTROL

?&;C ECON ECDC SoHO-Net Collaboration Centre # Technical guidelines

+ New v~ 7T Upload v [ Editin grid
Home Technical guidelines SoHO-Net Meetings NCC meetings NCC - Restricted page Resources

+ New -~ 83 Page details Analytics
[} MName

v

ECON ECDC SoHO-Net Collaboration Centre B8 Guidelines

Meetings

Welcome to the SoHO-Network collaboration site
Pathogen data sheets

This collaboration site is accessible to the Substances of Human Origin network SoHO-Net.
SoHO-Net members are ECDC national focal points for SOHO in EU/EEA countries.

Guidelines: draft guidelines for SOHO-Net review

Meetings: “short minutes” of expert panel with decisions and

U

agreements

Pathogen data sheets: Latest versions of the evidence base
for the guidelines

L/

,ﬂ‘



Thank you



ECDC guidelines

Recommendations for donor testing for HIV and
HBV/HCV in SoHOs other than solid organs

Flavia Cunha, ECDC
Stockholm, 18 June 2024



ECDC NORMAL

Context

e Which risks of exposure are relevant for SoHO safety?
e \Which SoHO donors should be tested?

e \When to test?

e \Which laboratory screening tests should be used?

e \What to do in case of reactive screening tests?

e \What deferral period should be considered?



EE—

Context

ECDC NORMAL

Expert panel meetings

- HBV/HCV: May 24-Sept 24
(next meeting: 03 July)

HIV Guideline draft and review

- SOHO-Net review: June to
August 2024

Publication




ECDC NORMAL

Risks of exposure to HIV Q@

Recent risks of exposure to HIV should be considered when assessing donor eligibility.

Deferral period in case of recent risk of exposure to HIV

At least 8 weeks since the last event with a risk of exposure to HIV.

Exceptions: oral PrEP or PEP - 12 weeks | injectable PrEP — 24 months.

Deceased donors - not applicable; test results not reliable and risks of exposure to HIV
should be considered.



ECDC NORMAL

Risks of exposure to HIV

It is advised to consider the following risks of exposure to HIV:

Active sexually transmitted infection (STI)
Condomless anal sex with a new partner

Condomless anal sex with more than one partner
Condomless sex with a partner infected with HIV
Condomless sex with a partner using injectable drugs
Condomless sex with a partner using PrEP or PEP
Condomless sex with a partner with an active STI
Needle sharing and/or injecting drug use
Transactional sex in a country with a higher HIV prevalence than in the EU/EEA
Use of injectable PreP

Use of oral PrEP or PEP




P ECDC NORMAL

Donor testing — HIV — Tissues/Deceased donors @ C

REQUIRED

7—6’51‘//70 Of donors Serological test (anti-HIV-1/2) Serological test (anti-HIV-1/2)

HIV-1 RNA NAT reactive reactive* AND negative AND
HIV-1 RNA NAT negative HIV-1 RNA NAT negative

« All donors, at donation, should be tested
for HIV.

Screening tests

Confirmatory test with a serological test detecting HIV-1

and HIV-2 antibodies with a test with similar or higher
sensitivity

* NAT detecting HIV-1 RNA + anti-HIV-1/2.

* NAT should have two targets in the HIV v v

Negative

genome . Reactive .

Donation should not be released for clinical use < > Donation can be released for clinical use

 NAT 95% Limit of detection (LOD): <50
HIV RNA copies/ml.

* Reactive is defined as repeat reactive if the serological test is repeated. If the serological test is initially reactive and negative in J—
retesting, the donation can be considered negative provided the NAT is also negative.



ECDC NORMAL

Donor testing — HIV — Tissues/Deceased donors

ADVISED
Screening tests
« Use of NAT detecting both HIV-1 and HIV-2 RNA.

Outcome of test results

« Retest initially reactive anti-HIV-1/2 - retest with the same assay and in the same sample.

* NoO need to retest reactive NAT.

Practical consideration:

« Antigen-antibody (Ag-Ab) combination tests instead of Ab-only tests.



r"—' ECDC NORMAL
Donor testing — HIV — Tissues/Living donors

R EQ U I R E D Reactive NAT or reactive* serological test

lesting of donors l

Donation should not be released for clinical use
Send donor for confirmatory test

L4 A” dOﬂOfS, at eaCh dOnatlon, ShOUId be Initiate relevant look-back procedures
tested for HIV. l

50/’96'/7//70 I'E'SI'S Confirmatory test results

* NAT detecting HIV-1 RNA + anti-HIV-1/2.

Indeterminate Positive

* NAT should have two targets in the HIV
genome - Doy dne afthe Both screening tests

screening test is NG o
iy are reactive
reactive

Donor can re-enter after a The donor should be deferred
minimum period of 8 permanently, notified and
weeks from the last HIV referred to relevant clinical

test care




ECDC NORMAL

Donor testing — HIV — Tissues/Living donors

ADVISED

Screening tests

e Use of NAT detecting both HIV-1 and HIV-2 RNA.
e NAT 95% LOD < 50 HIV RNA copies/mL

Outcome of test results

* Retest initially reactive anti-HIV-1/2 - retest with the same assay and in the same sample.

* No need to retest reactive NAT.

« If first confirmatory test positive or indeterminate - second confirmatory test on a separate sample.

Practical consideration:

e Ag-Ab combination tests can be used instead of Ab-only tests.



—"'" ECDC NORMAL
Donor testing - HBV

* First panel meeting on 07 May 2024.
« List of risks of exposure to HBV assessed, but still open for further discussion.

TESTING STRATEGY

For all SOHOs:

All donors should be tested for HBV at each donation.




——" ECDC NORMAL
Donor testing - HCV

* First panel meeting on 07 May 2024.
« List of risks of exposure to HCV assessed, but still open for further discussion.

TESTING STRATEGY

For all SOHOs:

All donors should be tested for HBV at each donation.




Thank you!
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= Federal Ministry sozialministerium.at
Republic of Austria
Social Affairs, Health, Care
and Consumer Protection

The impact of the SoHO-regulation
on organs safety — horizon scanning

ECDC — NFP Organ meeting 18., 19.6.2024

Martina Brix-Zuleger

Federal Ministry of Social Affairs, Health, Care and Consumer
Protection

Stockholm, 18th June 2024
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Federal Ministry sozialministerium.at
Republic of Austria

Social Affairs, Health, Care
and Consumer Protection

General conditions in Austria

* Federal state with 9 federal countries
e Eurotransplant-Member

e 4 TX-centres

Bild von Freepik 99
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~= Federal Ministry sozialministerium.at
Republic of Austria

Social Affairs, Health, Care
and Consumer Protection

Interface SoHO-regulation and organs

* Physiological:

- Vessels

- Stemcells

Subsidiary tissues- and/or cell collection, e.g. valvular, bones, skin

— Blood transfusions
—

e Effectings:

— Vigilance: SAR, SAE

— Communication

— Supply

100
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— Federal Ministry sozialministerium.at

Republic of Austria
Social Affairs, Health, Care
and Consumer Protection

Horizon scanning

: : Follow-u
Notification Allocation Explantation e Y

Testing
SAR/SAE,
Vigilance
Standards
EDQM/ECDC
Communication
Supply

101
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= Federal Ministry

. . sozialministerium.at
Republic of Austria

Social Affairs, Health, Care
and Consumer Protection

Conclusion

Possible effects of the SoHO-regulation on the organ area:
e optimizing the treatment of patients and

* increasing the safety for transplantpatients

but

— we have to work together

102
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= Federal Ministry sozialministerium.at
Republic of Austria
Social Affairs, Health, Care
and Consumer Protection

Coming together is a beginning;
keeping together is progress;
working together is success.

Edward Everett Hale

Martina Brix-Zuleger

Federal Ministry of Social Affairs, Health, Care and Consumer
Protection

martina.brix-zuleger@sozialministerium.at
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Hepatitis
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Session overview @:c

1. Epidemiological overview of Hepatitis (B and) C in EU/EEA — Ndeindo
Ndeikoundam Ngangro, ECDC

2. Questions and answers — All
Sharing of experience with hepatitis C positive donors in Member States
3. France - Corinne Antoine, Agence de la biomédecine, France

4. Italy — Paolo Antonio Grossi, NFP Italy
5. Discussion — All



\

Epidemiological overview of Hepatitis B and C in EU/EEA

Ndeindo Ndeikoundam Ngangro, Ana Paula Finatto-Canabaro and Erika Duffell, ECDC

ECDC SoHO-Net meeting for Organs
18-19'" June 2024
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Global epidemiological situation of hepatitis B and C In s
2022

Hepatitis B Hepatitis C

254 million 50 million with
with chronic chronic
hepatitis B hepatitis C

1.2 million new 1 million new
hepatitis B hepatitis C
Infections/year @@ infections/year

1.1 million 0.2 million
deaths from deaths from
hepatitis B hepatitis C

Source: Global hepatitis report 2024 action for access in low- and middle-income countries. Geneva. World Health Organization, 2024. Licence: CC BY-NC-SA 3.0 1GO.
https.//www.who.int/publications/i/item/9789240091672 _



https://www.who.int/publications/i/item/9789240091672

e
The burden of viral hepatitis B and C in the EU/EEA C

ELROFEAN CENTRE FOR
mw( IREVETON

3.6 million people living 1.8 million people living
with chronic HBV with chronic HCV

(2016 estimate) (2022 estimate)

Variation in disease burden across countries and between different population groups

Source: 5 / of he p s B virus prevalen: m ong gent /p pulation and key ri: /(g p EU/EI EA/U a systematic review. Eur eillan: 28 2200 38 (2023), https://doi.org/10.2807/1560-7917.ES.2023.28.30.2200738
. Tho mad k C Gountas |, D f'f II E Gou K Bluemel B, Seyler T al. Prevalence of c h c HCV infec EU/EEA 2019 ing multiparameter e d y h et Reg Health Eur. 2023 D 13;36:100792. doi: 10.1016/j.lanepe.2023.100792.



Hepatitis B (HBsAg) prevalence (%) in the adult <

DISEASE FREVERTION

- ImDmA CETHE oW
DVLARL PREVIRTION
ARD CONTROL

HBsAg prevalence
in the general population

[ ] <0.50%
[ 0.50% - 0.99%

B 1.00% - 1.99%
Bl >2.00%

No data reported
[ ] Notincluded

LA
L
: * s .: ¥ o
& L]
« % .
Source: Bivegete S et al. Estimates of hepatitis B virus prevalence among general population and key risk groups in EU/EEA/UK countries: a systematic review. Eurosurveillance, 28, 2200738 (2023),
https://doi.org/10.2807/1560-7917.ES.2023.28.30.2200738 e




Hepatitis C (RNA) prevalence (20) in the overall population (@Eé
in EU/EEA countries, 2022 S5

o, Y A ) - Malta

N

National HCV RNA
prevalence

[ <0.50%
0.50% - 0.99%
B 1.00% - 1.99%
B >2.00%

No data reported
] Notincluded

nce synthesis.

Source: Thomadakis C, Gountas I, Duffell E, Gountas K, Bluemel B, Seyler T, et al. Prevalence of chronic HCV infection in EU/EEA countries in 2019 using multiparameter evide
Lancet Reg Health Eur. 2023 Dec 13;36:100792. doi: 10.1016/j.lanepe.2023.100792..



Prevalence of hepatitis B and C in key population groups @

n g
.

Migrant populations 0.9 - 31.7% People who inject drugs 15.4 — 96.8%
(RNA prevalence 15.0 — 64.2%)
People who inject drugs 0 - 16.9% People in prison 2.3 — 82.6%

People in prison 0.3 - 8.3% Migrant populations 0 — 16.8%

Men who have sex with men 2.3 - 4.3% Men who have sex with men 0.6 — 4.8%

Source: Bivegete S et al. Estimates of hepatitis B virus prevalence among general population and key risk groups in EU/EEA/UK countries: a systematic review. Eurosurveillance, 28, 2200738 (2023),
https://doi.org/10.2807/1560-7917.ES.2023.28.30.2200738. Christos T et al. National estimates of the prevalence of chronic HCV infection in EU/EEA countries in 2019 using multiparameter evidence synthesis. Awaiting
publication in Lancet. EMCDDA Viral Hepatitis Elimination Barometer https://www.emcdda.europa.eu/publications/html/viral-hepatitis-elimination-barometer_en; ECDC hepatitis C prevalence data base
https://www.ecdc.europa.eu/en/infectious-disease-topics/z-disease-list/hepatitis-c/tools/hepatitis-c-prevalence-database; Nakitanda et al. Hepatitis C virus infection in EU/EEA and United Kingdom prison: opportunities and
challenges for action https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7650151/pdf/12889 2020_Article_9515.pdf.



https://doi.org/10.2807/1560-7917.ES.2023.28.30.2200738
https://www.emcdda.europa.eu/publications/html/viral-hepatitis-elimination-barometer_en
https://www.ecdc.europa.eu/en/infectious-disease-topics/z-disease-list/hepatitis-c/tools/hepatitis-c-prevalence-database
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7650151/pdf/12889_2020_Article_9515.pdf

JKey populations affected by hepatitis B and C across &
EU/EEA countries 21,2

Hepatitis B

Proportion of total cases %o

Migrant
populations sy

People who
inject drugs

—

Other
groups

Other
groups

Source: HBV estimate — Canabarro APF et al Chronic hepatitis B infections in the European Union: estimates of prevalence using the workbook methodology (awaiting publication). HCV estimate - Thomadak/s C et al. Pr
infection in EU/EEA countries in 2019 using multiparameter evidence synthesis. Lancet Reg Health Eur. 2023 Dec 13,36:100792.



Notification rates of acute hepatitis B per 100 000 population in (@
EU/EEA countries, 2022 eCOC

CENTRE FOk

Logarithmic scale
10

N 3

== Chronic

- Acute

\7/

Rate per 100 000 population
H

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
Year

Source: ECDC (2024). Acute cases.: Country reports from Austria, Cyprus, Czechia, Denmark, Estonia, Finland, France*, Germany, Greece, Hungary, Iceland, Ireland, Latvia, Lithuania, Malta, the Netherlands, Norway, Poland, Portugal,
Romania, Slovakia, Slovenia, Spain, Sweden. Chronic cases: Country reports from Austria, Cyprus, Denmark, Estonia, Finland, Ireland, Latvia, Luxembourg, Malta, the Netherlands, Norway, Portugal, Romania, Slovakia, Slovenia®
Sweden



Acute hepatitis B notifications — by age and gender,

EU/EEA, 2022

1 971 notified acute cases from 24 MS

GENDER (n=1 971)

B Male M Female  Other

ECDC, The European Surveillance System 2023 (unpublished).

25.0%

20.0%

15.0%

10.0%

5.0%

0.0%

AGE GROUPS (n=1 919)

2.1%
0.4% 0.5%

21.5% 21.1%

16.6% 16.7%

<5 5-14 15-19 20-24 25-34 35-44 45-54 55-64 265

B

m acute (%)
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Notification rates of hepatitis C per 100 000 population in ’
EU/EEA countries, 2022 e

9.0 -

o
o
1

N
o
1
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Rate per 100 000 population
N w & A o
o o o o o

=
o
1

o
o

2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

Source: Country reports from Austria, Bulgaria, Croatia, Cyprus, Czechia, Denmark, Estonia, Finland, Germany, Greece, Iceland, Ireland, Italy, Latvia,

Luxembourg, Malta, Norway, Poland, Portugal, Slovakia, Slovenia, and Sweden. I
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Acute hepatitis C notifications — by age and gender,
EU/EEA, 2022

1 308 notified acute cases from 19 MS

GENDER (n=1 213) AGE GROUPS (n=224)

25.0% 23.7%

22.8%
20.0% 19.2%
15.0% 14.3%
9.8%
10.0%
5.4%
5.0%
2 2% 1 8%
0.9%
0.0%

<5 5-14 15-19 20-24 25-34 35-44 45-54 55-64 =65

Source: ECDC, The European Surveillance System 2023 (unpublished).



Transmission category of acute hepatitis B and C cases QBE(;C
In EU/EEA countries, 2022 e

Hepatitis B

Heterosexual transmission Injecting drug use

Sex between men Nosocomial*

Injecting drug use
Non-occupational injuries**

Sex between men
Heterosexual transmission
Non-occupational injuries**

Sexual transmission (not specified) Blood and blood products
Household
Other

Blood and blood products

Household

Needle-stick and other occupational exposure***
Other

Sexual transmission (not specified)

Transmission category

|

|
Nosocomial* I——

]

]

|

I

||

|
Mother-to-child transmission &

|

_oti H *k*k H H
Needle-stick, occupational exposure Haemodialysis

Haemodialysis Mother-to-child transmission

Organ and tissues Transplant

Sex work Sex work

0 20 40 60

Proportion of cases (%6)

o

20 40 60 80

Proportion of cases (%6)

Source: ECDC, The European Surveillance System 2023 (unpublished). Reports for acute hepatitis B from Austria, Croatia, Czechia, Denmark, Estonia, Finland, Francei , Germany, Hungary, Iceland, Ireland, Italy, Latvia, Malta, the Netherlands, Norway,
Poland, Portugal, Romania, Slovakia, Spain and Sweden. Reports for acute hepatitis C from Austria, Croatia, Cyprus, Denmark, Estonia, Germany, Greece, Hungary, Ireland, ltaly, Latvia, the Netherlands, Poland, Portugal, Romania, Slovakia, Spain, and
Sweden.

*: Nosocomial transmission includes hospitals, nursing homes, psychiatric institutions, and dental services. This category refers mainly to patients exposed through healthcare settings, distinct from 'needle-stick and other occupational exposure’, which
refers to staff.

**: ‘Non-occupational injuries’ include needle sticks that occur outside a healthcare setting, bites, tattoos, piercings.
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Mortality due to viral hepatitis B and C in the EU/EEA

45000 1 Deaths from hepatocellular carcinoma across EU/EEA countries, 2011 - 2019
40000 - I —— " i —
o — /
35000 A
2 30000 -
©
8 25000 -
©
@ 20000 A
Q
£
3 15000 -
10000 A
5000 A
0

2011 2012 2013 2014 2015 2016 2017 2018 2019

Source. Eurostat, 2022.

Hepatitis specific
mortality estimated
to be 64,000 in 2015
for EU/EEA countries
and the UK




~ Global health sector strategies on HIV, viral hepatitis
and STlIs for 2022-2030; WHO Europe Regional action e
plan 2022-2030

* “End viral hepatitis as a major public health threat by 2030”

[igeny, World Health . ,

Rz ofp P Regional Committee for Europe

L2 Organization 72nd session
European Region Tel Aviv, Israel, 12-14 September 2022
EUR/RC72/9 11 August 2022 | 220605 ORIGINAL: ENGLISH

Provisional agenda item 7

Regional action plans for ending AIDS and
the epidemics of viral hepatitis and sexually transmitted

Global health sector
strategies on, respectively, infections 2022-2030
HIV, viral hepatitis and
sexually transmitted
infections for the period

Source: https://apps.who.int/iris/rest/bitstreams/1451670/retrieve; https://apps.who.int/iris/bitstream/handle/10665/361524/72wd09e-AlDS-Hepatitis-220605.pdf?sequence=1&isAllowed=y I!!-

2022-2030 &) o



https://apps.who.int/iris/rest/bitstreams/1451670/retrieve
https://apps.who.int/iris/bitstream/handle/10665/361524/72wd09e-AIDS-Hepatitis-220605.pdf?sequence=1&isAllowed=y

Estimated proportion of undiagnosed people living with
viral hepatitis B and C

Austria
Belgium
Bulgaria

Croatia

Cyprus
Czechia

Denmark
Estonia
Finland
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Greece
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Iceland
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M Hepatitis B

M Hepatitis C

Norway
Poland
Portugal
Romania

Slovakia
Slovenia

Spain
Sweden

Proportion of undiagnosed infections (%)

Source: The Polaris Observatory Collaborators. https://doi.org/10.1016/ 52468-1253(23)00233-9
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Progress towards the WHO elimination targets for
prevention across the EU/EEA countries, 2022

B Reached target M Did not reach target

90% COVERAGE WITH HBV BIRTH DOSE (FOR COUNTRIES WITH UNIVERSAL
PROGRAMME)

HBV vaccination —

95% COVERAGE OF THREE DOSES OF HBV VACCINE

90% COVERAGE OF ANTENATAL SCREENING FOR HBV

Antenatal
- —
screening HBV
90% COVERAGE OF POST-EXPOSURE PROPHYLAXIS FOR INFANTS BORN TO HBV
INFECTED MOTHERS
Blood safety 100% BLOOD UNITS SCREENED FOR HBV AND HCV
>200 CLEAN NEEDLES AND SYRINGES PER PERSON WHO INJECTS DRUGS PER YEAR
—

40% OF OPIOID DEPENDANT PEOPLE WHO INJECT DRUGS ACCESSING OPIOID
AGONIST TREATMENT

Harm reduction

{

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100¢
PROPORTION OF COUNTRIES ACHIEVING TARGET OF THOSE WITH DATA (%)

Source: European Centre for Disease Prevention and Control. Evidence brief: Prevention of Hepatitis B and C in the EU/EEA. Stockholm: ECDC; 2024.



Conclusion

» No data source provides a complete overview of the situation in the EU/EEA:
« Epidemiological data to be understood considering monitoring data and vice-versa
« Triangulation of several data sources

» High disease burden for hepatitis B and C in EU/EEA despite a declining
Incidence :

« Large estimates of prevalences and proportions of undiagnosed infections
« Large geographic variation

« Key populations (migrants, IDU...) disproportionately affected

* Increasing mortality

» Many progress towards 2030 elimination goals but:
 Many countries are far from the elimination targets

* Need to upscale the prevention and control interventions targeting
vulnerable populations and areas

ELROFEAN CENTRE FOR
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French context about HCV infection

Bad blood gave
1. Scandal over tainted blood in France “national traumatism” hundreds hep C

e Distribution of contaminated blood stocks until 1985 to patients,
leading to an outbreak of HIV/AIDS and hepatitis C

2. Donor serologic and nucleic acid amplification testing (NAT) : mandatory by law
e Triplex assay allowing NAT results for HIV, HBV, and HCV on organ donors are mandatory since 2010
e In an exhaustive manner available before organ allocation since 2021

e Procurement and organ transplantation have been authorized, as an exception, according to a national
protocol specified by law since 2006

3. In 2013, France was one of the first countries to market the new direct antiviral agents to
treat chronic hepatitis C

e Covered by the French Health Insurance System
e Multidisciplinary committee had to validate the best timing and treatment option to allow drugs delivery

agence de la
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HCV liver disease in France

Before 2013 : 24-26% of patients were listed for LT due to HCV liver disease

e 55-60 % of them have decompensated cirrhosis, 10-12% for retransplant

The 2th-generation of DAAs = progress in the therapeutic management of patients with HCV
e Sustained virological response.
e Extent use of DAAs for both liver transplant candidates and recipients
e To eradicate HCV
e To avoid liver decompensation 11
Belli et al, Journal of hepatology, 2016 Y ""-'.;':—A—':* e
e To prevent and to treat HCV-reinfection of the graft -
* To improve transplant results 2 s

Original article

Impact of direct antiviral agents for hepatitis C virus -induced liver diseases CLINICS AND RESEARCH

. . .o . . w0 . IN HEPATOLOGY
on reglstratlon, waiting list and liver transplant act1v1ty in France AND GASTROENTEROLOGY

Audrey Coilly ™ , Carine Jasseron A Camille Legeai ®, Filomena Conti ©, Christophe Duvoux ", 2023

Nassim Kamar ©, Sébastien Dharancy’, Corinne Antoine b collaborators’

Study objectives
Impact of the 2th-generation of DAAs on registration and outcome on the WL for LT rgencese
Impact of the 2th-generation of DAAs on transplant results l—-l B

Du don a la vie

SOHO-NET ORGANS MEETING —June 2024



A. Candidates on the waiting list

Newly registered candidates

Year of registration
2010-2018
N=14,973

HCV positive
N=3,173

HCV negative
N=11,800

2010-2013
N=1,600

Patients with positive HCV
antibodies +/-
positive HCV viral load

2014-2018
N=1,573

Newly adult registered candidates from 2010 to 2018 in France
Comparison of the 2 periods before and after DAA introduction: 2010-2013

(n =1600) versus 2014-2018 (N = 1573).
Trends over time of

1. Registration on WL 2. Liver TR indications

3. Cumulative incidence of death and delisting for worsening conditions

(Competing risk analysis)

B. Liver transplant recipients

Liver Transplant recipients
Year of transplantation
2010-2018
N=10,557

o
HCV negative HCV positive
N=8,385 N=2,172

2010-2012
N=766

2013-2018
N=1,406

All adult patients with HCV induced liver diseases

Comparison of the 2 periods before and after DAA introduction:
2010-2012 (n = 766) versus 2013-2018 (N = 1406)

Post transplant mortality analysis

Kaplan-Meier method and the log-rank test

National database : CRISTAL

SOHO-NET ORGANS MEETING —June 2024



Number of patients registered

Changes in the waiting list

600
Bl Retransplant @ HCC

B Other I Acute hepatitis

63%

500

B Cirrhosis % of HCC

400

300

200 N

100 -

70%

- 60%

- 50%

- 40%

- 30%

- 20%

- 10%

- 0%

% of HCC / all HCV + adult registrations

Incidents : new registrations for HCV-induced
liver diseases

Candidates listed for HCV-induced liver
diseases :

- 33 % from 2013 to 2018

2. Listing for retransplantation decreased of
43% since 2013.

3. HCV-HCC : predominant indication : 21%
(2003) >63% (2018)

Prevalents : candidates with HCV-induced
liver diseases

4. Significant decrease of WL mortality (-65%)

5. Decrease of 42% of delisting for worsening
condition from 2014 to 2018

6. Significant increase of 113% of delisting for
improving condition

7. Increase in the rate of inactive patients on WL :
from 26% in 2013 to 51% in 2018

agence de la
biomédecine
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Cumulative Incidence

The waiting list patient survival increased

Comparison of 2 periods (2010-2013 versus 2014-2018)

100%

90%

80%

70%

60% -

50%

40%

30% —

20% —

10% —

0% 7

p: 0,001

D

Time since registration on waiting list (months)
— 2010-2013 —— 2014-2018

Cumulative incidence of death or delisting for worsening condition on

the LT waiting list taking into account the competive risk of

transplantation  in % [95% Cl]
Period at3 At 6 at 12 At 24 at 36

months months months months months
2010- 159

8[7-9] 12[10-14] 16[15-18] 22 [20-24] 24 [22-26]
2013 8
2014- 157
2018 5 [4-6] 8[7-10] 13[11-15] 17 [15-20] NC

Factors independently associated with death or
delisting for worsening condition :

» MELD score at registration
» Period (2010- 2013) compared to (2014-2018)

No difference in 1-y waiting list survival in non-HCV
patients
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Post transplant outcome

HCV-induced liver diseases
» 26% of liver transplant in 2010
» 16 % of liver transplant in 2018
(overall LT activity : + 21,3% from 2010 to 2018)

2000
B HCV +LTR B HCV- LTR s % HCV+ of LTR
1800 26% —
1600 4%
1400

g

Number of recipients
[y

2012

2013 2014 2015 2016 2017 2018

- 25%

- 20%

15%

- 10%

5%

0%

% of HCV+ LTR

Survival Rate

The 1y-graft survival rate was significantly improved after the
extent use of DAAs ( (2010-2012) versus (2013-2018)
1y graft survival 76,9 % > 84,9%
Remained significantly lower in 2013-2018 in a multivariate
survival (cox model) adjusted on MELD at LTR, recipient and
donor age and donor’s etiology of death (HR=0,5 [0,4-0,6

100%
90%
80%8

70%

60% —

50%

40%

30%

20%

10%

p : <0,001
OOA’ I T 1 I 1

T T I 1 I T T 1 I 1 1 1 T I

1

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Time since transplantation (months)

2010-2012 — 2013-2018
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Great impact of the early and large access to DAAs treatment in France (1)

From HCV candidates and recipients perspectives
They have been benefiting from access to DAAs.

e Decrease of WL mortality and For worssning m
delisting for worsening condition
. . . . Improved, ransplan
e Increase of delisting for improving DAAs T
Condltlon I.I.‘Q_Q,',C,,,m..,@m needed
. . . e Improved,
e Increase of inactive patients rate on |5 ' transplant not
waiting list e v o 4
. . . . Registration Treatment
e With improving graft and patient Patients with On the WL Adverse Event -~ -
survival, including less relisting for | “epuits.
retransplantation 'y HCV: patients Successfull

advanced liver

disease
Awaiting Liver Transplant Death

Graft Loss,
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Great impact of the early and large access to DAAs treatment in France (2)

From non HCV candidates perspectives

The decrease of transplant needs for HCV liver disease

e May contribute to the decrease of overall waiting list mortality and removal for worsening conditions

observed in France

e Grafts could be redistributed towards HCV negative severe liver transplant candidates
e Despite overall increase of new registrations (Total candidates + 15,8%)

1%t Liver allocation

354 2 Centre-based allocation
2 System LAS l

350 N\

29 LAS with gravity model

323,8 1

307,7 308,2
300

National Prevention Plan
to eradicate hepatitis C

250240

200

104 2
;;;;;

150

M_q,

169,2 168,1

Annual Rates for 1000 person-years at Risk

100

50 170

123 113 107 136 137

0

=, I 4
LLLLLLLLLL

209 217 201 204

184

190 4,79 188

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019

EmDeath number

—Annual Ratesof death for 1000 person-years at Risk

——Annual Rates of DTSD for 1000 person-years at Risk

- 600

- 400

- 200

Number of death on the waiting list

-

~

Significant decrease of

overall waiting list mortality
and removal for worsening

N

conditions from 2013 to
2019

/
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Great impact of the early and large access to DAAs treatment in France (3)

From French Health Insurance System perspectives

e Cost effective strategy : very high annual direct medical cost associated with HCV hepatic and
extrahepatic manifestations - DAA treatment was projected to result in cost savings of €316
million per year. (Cacoub et Al, J Viral Hepat 2018)

e A reduced risk for mortality and incidence of hepatocellular carcinoma
(French ANRS CO22 cohort Carra Lancet 2019)

e |eading to a secondary decline in HCC transplantation indications ( - 20% in 5 years)

- Decreasing number of HCV positive donors

agence de la
biomédecine
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Over time: Decrease of positive-HCV donors
Exhaustivity of Viral load assessment before organ allocation

Potential HCV positive DDBD donors

60

78%

= NAT not available mmm Negative HCV viremia

[ HCV viremic donors @=% of non HCV viremic donors

2023 : deceased donors with positive HCV serology
e Systematic screening by NAT before organ allocation
e 78% of potential donors have a negative HCV viremia
e 100% of actual donors have a negative HVC viremia

90%

80%

70%

60%

50%

40%

30%

20%

10%

Actual HCV positive DBD donors

50

45

40

35

30

25

20

15

10

100,0% 1009%

91,7% 91,7%

90%
80%
70%
60%
42,9% 50%
40%

25,0%

30%

20%

g a!lu T I -
‘nln B

© ’\ S O NNVD S o AN D O O
Q Q 0 N &R DALY
wm@w@f&@f&f@f@'@f&@f@f&

[ NAT not available B HCV non viremaic donors

[ HCV viremic donors am=»% of non viremic donors

2023
16 kidney transplants (80% of utilized donors)
6 liver transplants (60% of utilized donors)
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Legal framework for HCV positive donors : derogatory exception

26 décembre 2015 JOURNAL OFFICIEL DE LA REPUBLIQUE FRANCAISE

Deécrets, arrétés, circulaires

Arréeté du 23 décembre 2015 complétant I'arrété du 23 déecembre 2010 modifié pris en application
des articles R. 1211-14, R. 1211-15, R. 1211-16, R. 1211-21 et R. 1211-22 du code de la santé

publique

Donor risk assessment

HCV Antibodies

Viral load (nucleic acid amplification test positive)
e Positive or not available
e Negative

Only if the Fibrosis scoring is less than F2
e Liver biopsy
e Non invasive methods for assessing liver fibrosis

Traced in CRISTAL Donor Registry

Texte 71 sur 247

Recipient profile
HCV antibodies

Viral load (nucleic acid amplification test positive)
e |f not available, considered as negative
e Date of the last viral load assessment

Informed and consent
Traced in CRISTAL Recipient Registry

If patient's prognosis is life-threatening and the
therapeutic alternatives become inappropriate,

e «so that waiting for a graft other than the one proposed in
this derogation exception is detrimental to the recipient's

survivaly. agence dela
I gic;méﬁle;ine

SOHO-NET ORGANS MEETING —June 2024



Derogatory exception according to viral profile

Deceased donors
Positive HCV Antibodies
Liver: fibrosis score < F2

Positive HCV
viral load

v

HCV-viremic donor

At the time of graft offer
For recipients with :

* Positive HCV Antibodies
* Positive HCV viral load
* Informed and consent

Negative HCV
viral load

Non HCV-viremic donor

At the time of graft offer

For recipients with :

» Positive HCV Antibodies

» Positive or negative HCV viral
load

* Informed and consent

Living donors

Positive HCV Antibodies

Negative HCV viral load

-

consent to the disclosure to the recipient of medical information concerning
his/her immune status with regard to viral infection

[

AN

-

Experts assessment
Metavir Scoring < F2 (Non invasive Methods for Assessing Liver Fibrosis)

/

\

Negative viral load > 3 months
after complete treatment or

Negative viral load known
to be negative < 3 months

documented spontaneous viral eradication

Non HCV-viremic living donor
For recipients with :

« Positive or negative HCV Antibodies
« Whatever HCV viral load

« Informed and consent

.

Recent non HCV-viremic
living donor

For recipients with :

* Positive HCV Antibodies

*  Whatever HCV viral load

* Informed and consent

agence de la
biomédecine
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Graft survival according to donor HCV serology and viremia in HCV positive recipients

100% -
01/012006-30/06/2021 0%
%0% - o | 01/012006-30/06/2021
80% \—\_\— 80%
= 60% I
> % S 50% —
3 50%- g g 50% -
& 2006-2012 d g 0% remic reciot
& o F E - Viremic recipients++
LTR tended to reduce the risk ® Older D & R
20% . 20% . . .
of death, more specifically LTR More time on dialysis
10% — 10% — .
: from an HCV+ donor B Previous KTR
. |p:028 0% P10
D'& -I I I ] ] T T T T T T T I | | I I I ] 1 I 1 ] I I
0 12 24 36 48 B0 72 84 96 108 120 132 0] 12 24 36 48 60 72 84 96 108 120 132 144
Times (months) Times (months)
Denneur VHC - Donneur VHC + non virémigue Donneur VHC - Donneur VHC + non virémique
Deonneur VHC + virémigue Donneur VHC + virémique
Donor HFV st.atus N  1-yearsurvival 3-years survival 5-years survival 10-years survival Median Donor HFV st.atus N 1-year survival  3-years survival 5-years survival 10-years survival Median
and viremia (months) and viremia (months)
80,5% 70,6% 63,8% 51,0% 124,6 Negative HCV 90,6% 83,0% 73,7% 51,6% 1239
. 1,270 ,070 ,07/0 ,J7/0 ,070 ,U70 [ 70 ,O070
Negative HCV donor 3507 1 296 - 81,8%] [69,0% - 72,1%] [62,2% - 65,4%]  [49,1%- 52,9%] [Eg’g] donor 2020 169.3% - 91,8%] [81,3%-84,6%] [71,6%-757%)] [49,0% - 54,2%] q;g'gl'
Positive HCV non- 89,2% 78,4% 78,4% Positive HCV non- 93,6% 83,9% 62,6%
NO NO ' ' '
viremic donor 20 [77,6% - 95,0%] [64,1% - 87,5%)] [64,1% - 87,5%) viremic donor 1O [85,3% - 97,3%]  [72,6% - 90,8%]  [46,2% - 75,2%] NO NGO
. . 83,3% 77,8% 64,8% 48,6% 114,3 84 8% 63.6% 50.7% 65.9
HCV-viremic donor Vi i 070 070 7o )
18 (5680 -94,3%) [51,1%-91,0% [37,5%-82,5%) [22,0% 709%]  [384-) ||HCV~iremicdonor 33 o 1000t g0 775%)  [32,6% . 66.3%) NO 29,3 - 98.,8]
Lower graft survival in viremic recipents agence els
I biomédecine

before DAA introduction
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Regulatory developments expected

Deceased donors
Positive HCV Antibodies
¥ il . £2

positive HCV
viral load

!

HCV-viremic donor
At the time of graft offer
For recipients with :

Positive HCV Antibodies
Positive HCV viral load

Living donors

Positive HCV Antibodies

/

-
consent to the disclosure to the recipient of medical information concerning
X his/her immune status with regard to viral infection

[ A\
-
] Experts assessment
Negative HCV L Metavir Scoring < F2 (Noninvasive Methods for Assessing Liver Fibrosis)
viral load / \
Negative viral load >3 months Negative viral load known
Non HCV-viremic donor after complete treatment or to be negative < 3 months

At the time of graft offer

documented spontaneous viral eradication

For recipients with : l
+ Positive . v N | N |
Antibodies For recipients with : For recipients with :

Informed and consent - Positive or negative HCV viral Positive or negative HCV Antibodies » Positive HCV Antibodies
load «  Whatever HCV viral load «  Whatever HCV viral load
« Informed and consent * Informed and consent + Informed and consent
L. . , : : agence e
Any cases of HCV transmission from seropositive, nonviremic donors in 15 years l:l S esane
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It's all a question of benefit/risk balance...

; tf 1 bite you, you get |
chikunguya A~

Y T i you bite me, you'll B

' & get chicken flu —

— — ™
/ %

by
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Session 5
Screening of donors for HTLV-1
18 June



ECDC NORMAL

Session overview @:c

1. Epidemiological overview of HTLV-1 — Antoine Gessain, Institut Pasteur,
France

2. Testing of organ donors for HTLV-1 in Spain — Beatriz Mahillo Duran, NFP
Spain

3. Strategies for testing organ donors for HTLV-1 in Romania — Guenadiy
Roumenov Vatachki, National Transplant Agency, Romania

4. Discussion on strategies for testing of organ donors for HTLV-1 in
EU/EEA — All



—— ECDC NORMAL

But first... a couple of questions @ C

DISEASE FREVERTION

~-] What is the screening strategy for HTLV in deceased organ donation in your country?

o-

Multiple Choice Poll 20 votes & 20 participants

Universal testing: all donors are screened for HTLV - 4 votes

L 20%
Selective testing: all donors with defined risk factors are screened for HTLV - 9 votes
R 45%

No uniform strategy: no uniform screening strategy is defined nationally - 5 votes

25%

| do not know - 2 votes

10%
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But first... a couple of questions @ C

DISEASE FREVERTION

v-] What do you think the screening strategy for HTLV in deceased organ donation in
your country should be?

Multiple Choice Poll 19 votes & 19 participants

Universal testing: all donors are screened for HTLV - 5 votes

S 26%

Selective testing: all donors with defined risk factors are screened for HTLV - 14 votes

S 74%

No testing for HTLV is needed - O votes

. 0%

I'm not sure - O votes

o 0%

el



Global Epidemiological Aspects
of HTLV-1 in the World

Antoine Gessain/Olivier Cassar
Unité d’Epidémiologie et Physiopathologie des Virus Oncogénes

Institut Pasteur, CNRS UMR 3659
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Primate T Lymphotropic Viruses: Four Types

distinct lmm (he ehnnclensll:ca of cellular DNA pol\ mernes

rified from human lymphocytes and the RT from most type

> viruses. Antibodies to cellular DNA polymerase ¥ and anti-

bodies against RT purified from several animal retroviruses

{ailed to detectably meracl with HTLVcx RT under conditions
that were positive for the respective homologous DNA pol;

fmerase, demonstrating a lack of close relationship of HTLV g
AT to cellular DNA folymeuses ¥ or RT of these viruses. Si
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hose of most known retroviruses of the primate subgroups.

etroviruses are involved in the cause of some leukemias,
[ymphomas, and sarcomas in various animal species (1, 2). Al

12. W. E. VanHeyningen, Nature (London) 249,
415 (1974).
Gen. Microbiol. 31, 375 (1963); F.
Besancon,H Ankel, S. Basu, Nature (London)
259, 576 (1976); A. M. Haywood, J. Mol. Bioi

HTLV-2/STLV-

HTLV-3/STLV-

HTLV-4/STLV-
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MATERIALS AND METHODS

Case Histol . was a 28-yr-old black man referred to the|
National Cancer Institute-Veterans Administration Oncology
Branch in May 1978 with a diagnosis of cutaneous T-cell lym-
phuma (mycosis fungoides) (16). He had no known unusual

ficiency. Beginning in July 1877, thP\'P]n[u‘d k
over his body. Examination of cells from his peripheral blood,
skin biopsy, lymph node biopsy, and metatarsal bone biopsy
revealed malignant convoluted T cells. A T-lymphoblast cell
line, HUT 102, was established from tumor cells derived from
the lymph node biopsy. He was treated with concurrent

whole-body electron-beam radiation therapy and combination
chemotherapy (17), and had an apparent complete remission.

ian T-cell lymphotropic virus (STLY) (17), sampl ofpring lisiod wcre alo scropasite. Two of tne female
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A gorilla reservoir for human T-lymphotropic virus type 4
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Human T Lymphotropic Viruses (1- 4)
Prototype: The Human Onco-Retrovirus HTLV-I
* Discovery: 1980 NIH USA, 1981 Japan.

» Several associated diseases (hematological ATL,
neurological TSP/HAM, dermatological ID, muscular
Myositis,...)

 Peculiar epidemiology (foci, high endemic areas, >
5/10 millions of infected persons, increase with age
and > in women).

* In vivo tropism: CD4+ and CD8 + lymphocytes

» Clonal way of life = Great genetic stability ++

Extracellular Type C Retroviral particles Isolati f D ioti
produced by a T lymphoid cell line established solation o escription
from the culture of the PBMCs of a patient with a HTLV-1 of ATL
'CT;SP/HAM-t — 1980, 1973-1977,
essain et al., . USA Japan
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Diseases associated with HTLV-1linfection

DISEASES ASSOCIATED WITH HTL V-l INFECTION

ATL cells TSP/HAM
patients

Adult disease Association

Adult T-cell leukaemia/lymphoma +H++
Tropical spastic paraparesis/HTLV-I-associated myelopathy H++
Intermediate uveitis

Infective dermatitis

Myositis (polymyositis and sIBM)

HTL. V-I-associated arthritis ++
Pulmonary infiltrative pneumonitis ++
Invasive cervical cancer +
Small cell carcinoma of lung +

... . Gessain et al., lancet1985
Sjogren diseasc +

Childhood Association

Biopsy of a sIBM Infective dermatitis

Infective dermatitis +H+ patients
Tropical spastic paraparesis/HTL V-I-associated myelopathy (very rare)

Adult T-cell leukaemia/lymphoma (very rare) -+

Persistent lymphadenopathy ++

The strenght of association is based on epidemiological studies as well molecular data, animal
models and intervention tnals.

++++, proven association ; +1+, probable association ; +1, likely association ; +, possible
association.

SIBM : sporadic inclusion body myosttis.
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In Japan, 1 000 000 HTLV-1 carriers.
1000 cases of ATL each year.
1000 patients die of ATL each year.

The Life Time Risk of ATL among HTLV-1 Carriers

Is around 6-7% for men and 2-3% for Women in Japan

The annual incidence of ATL among adut HTLV-1 carriers

is around 1.3-0.5/ 1000 (higher in men > women)
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Discovery of the association between HTLV-1 infection and a
chronic neuro-myelopathy frequent in tropical areas, especially the Caribbean
region, named Tropical Spastic Paraparesis.

Ici photo du papier
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Blood transfusion is a major risk factor for TSP/HAM development

Several Case Reports with Molecular

Strong Epidemiological Data
Evidence Linking Donor and Recipient

Age History
. (mean+ SD) of blood Odds
Group (yr) transfusion ratio
HAM 47+15 9/23(39%) .
ATLL*> 57+12 1/23 14:1 (p <0-005)

Inpatientst 50+ 16 1/33 206 (p <0-001)
Hospital staff 30+8 . 8/296(2:7%) 2311 (p <0-001)

*History before onset of symptoms.
t3rd deparument of internal medicine, Kagoshima Uruvcrslty (ATLL and HAM
exciuded). .

A) Ina case-control study in Japan, more patients with TSP/HAM reported
a history of blood transfusion (20%) than did controls (healthy general
population (3%), hospitalized neurological patients (5%)).

B) In the first two years of screening blood donors for
HTLV-1 in Japan, the number of reported cases of
TSP/HAM has decreased of 16%.
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In most of the high endemic areas, HTLV-1 is mainly disseminated and maintained in the
human population through intra-familial transmission
(mother-to-child and by sexual intercourses).

More rarely, transmission may also occur by transfusion or Intra-venous drug use.

Infected blood cells

—

Prolonged breast feeding

- Transfusion (cellular products)
- IVDU

Neurological risk

Sexual contacts TSP/HAM
Male ﬁ Female Short incubation

e 3 months - 3 years
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What are the different modes of transmission of HTLV-1 and what is their relative
importance in the populations of infected persons?

1) Sexual transmission mainly from male to women. Most probably responsible for the
great majority of infected persons in endemic regions and for the
increase in seroprevalence with age among women.

2) Mother-to-child transmission mainly linked to prolonged breastfeeding >6 months.
Responsible for a small proportion of HTLV-1 infected persons.

3) Transmission via contaminated blood products (cell-associated virus) during
transfusion, in IDUs, when using infected syringes or non-sterile ustensils. Rare, but
present in endemic regions and disappearing in regions where blood donors are
screened (Japan, USA, Brazil, Europe,..)

4) Transmission during organ transplantation. Rare

5) Transmission in a religious/ritual context as self flagellation/scarification. Rare

6) Zoonotic transmission mainly through severe bites by a STLV-1 infected monkeys or
apes among hunters in Central Africa. Rare
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What is the current real geographical distribution of HTLV-1 and

how many individuals are infected worldwide ?

This is difficult to estimate due to the following factors:

1) Several large and highly populated regions/areas have not been
investigated for HTLV-1as India/China and North and East Africa.

2) Results of HTLV-1 screening serology should be tested by a §pecific
confirmatory test as WB, Innolia and/or PCR.

3) Most of the studies concern blood donors and pregnant women. Very
few large population-based study.

4) HTLV-1 distribution is not homogenous. Mainly present as small foci
or clusters of high or very prevalence with nearby quite low
endemic area.
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The origin of this puzzling geographical or often ethnic distribution, associated with
high prevalence is not well explained, but is most likely linked to A founder
effect in certain groups, with the persistence of a high viral

transmission rate

The major modes of transmission coud be different among the
populations with the highest prevalences : Central African
Pygmies, Indigenous Australians, Inhabitants of South Japan,
Mashhad (Iran), Haut-Ogoué (Gabon) and villages in DRC,....
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Findings from the Miyazaki Cohort Study \Al agers Noir-Marron

Nancy Mueller, *Akihiko Okayama, Sherri Stuver, and *Nobuyeshi Tachibana

from South Japan (population of African Origin)

Deparment e
Depariment of el edichne, . a Prefectre Insinte for

in French Guyana,

South America

5
2

Seroprevalence

w5 4]
Age Group

Epidémiologie et Physiopathologie des Virus Oncogénes



Minimum estimate of 5-10 million HTLV-1 infected carriers based on

available data for 1.5 billion people from known endemic areas

The actual number is probably much higher

World
distribution
major
HTLV-1
endemic
foci

Prevalence
can reach
>>20/30%
in adults

> 50 years

Gessain and Cassar: Frontiers in Microbiology, 2012
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Map of geographical distribution of HTLV-1 (a—g) genotypes and main modes

of viral dissemination through movements of infected populations

Low genetic
variability
with 7 different
HTLV-1 main
genotypes
(a-g) with
specific
geographical

distribution.

Afonso, Cassar, Gessain. Retrovirology, 2019
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HTLVs originate from STLVs found in Apes and Monkeys through interspecies

transmission especially by severe bites in central Africa

7 If found in
\

If found in

PTLV = Primate T-lymphotropic viruses

1) Some of the infected monkeys
develop a typical ATL with clonal
integration of STLV-1 provirus in the

tumor cells.

2) STLV-1 infection is widespread in
Old World monkey and ape species i\

(chimpanzee, gorilla, mandrill, AGM, . ‘ ;
macaques, Orang-utan,....). *\ ﬁ\ ‘\ﬁ\ R\ ‘\

3) The simian origin for *\ k\ *\
most HTLV-1 genotypes is ﬁ\

known except for the most

frequent one HTLV1a

cosmopolitan genotype.
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In 2012, the EU Commission requested ECDC to construct a map indicating
all the HTLV-1 high prevalence areas in the world.

EPVO unit, thanks to its expertise, was asked to respond to a
request for offer entitled : “ Systematic Review of Scientific
C Evidence on the Prevalence of HTLV-1 Infection”

By analysing more than 1000 papers and hundreds of abstracts,
we provided the first complete epidemiological data
(maps and tables) for the 203 world’s countries.
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Europe (UK, France, Spain,..)
Individuals originating from high HTLV-1 endemic
areas (Caribbean area, South America
and Africa,..), except Romania.
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v In Europe, HTLV-1 is rare, except in people who have immigrated from
countries where HTLV-1 is highly endemic, such as The UK, France and Spain
mainly from The West Indies, sub-Saharan Africa and South America. The only
“true” endemic region for HTLV-1 in Europe is Romania even if the exact risk

factors associated with this high seroprevalence are unknown

v Indeed, the Seroprevalence in FTBD is around 10 times
higher than in France and The UK (Laperche S. et al.,
Vox sang, 2009) and around 20 times Higher than in HrLv-1 Technical report, EcDC, 2012

Spain (Piron M. et al., Viruses, 2022)

Country [Number of testedind. Collection date N HTLV-1+ |Rate per 10,000 |HTLV-1 +(%)
215732 (FTBD)| 2003-2005 | 115 | 533 | (0.053) |LapercheS.etal., Vox Sang,2009

1115030 (FTBD)| 2003-2005 | 54 | 048 | 00048 |LapercheS.etalVox Sang, 2009
850,801 (FTBD)|  2003-2005 00047  |Laperche S.efal., Vox Sang, 2009
2114891 (AIBD) 2008-2017 | 46 | 022 | 00022 [Piron M, etal. Viruses, 2027
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Indeed, “ancient” seroepidemiological studies have reported the presence of HTLV-1 in Romanian

individuals

1994

Several sporadic case report and ATL case-series have also been described

1996 1997
2005 2019 2020

Epidémiologie et Physiopathologie des Virus Oncogeénes



HTLV-1 Genetic studies in Romania

Characterization of partial genomic sequences derived from Romanian HTLV-1 isolates

1991 1997

Limited number of sequences and genetic information

Date  |Patient  [Birthplace  [Age,y  |Gender _ |HTLV-1 Genomic region
1991 H990 Romania  [34  [M  [Env(complete) Schulz T, Virology, 1991
1997 RKI2-Rom Env (complete), LTR Ellerbrok H, AIDS Res Hum Retrovir, 1997

Study of 8 Romanian patients with ATL : Clinico-epidemiological data

ATL .
. HTLV-1 status of HTLV-1 aquisition
Country |[Age (y) clinical . . PVL (%)*
Relatives risk factors
status

NIC.D Seronegative mother | Neonatal transfusion| 40 |
RAD.C Seronegative mother | Not breastfeeding
RAD.P Seronegative mother | Not breastfeeding

| USUS | Romania | 48 | M | Chronic |  Unknown |  Unknown | 40 |

Collaborative study mainly with the hematology department of the Necker Hospital in Paris (O. Hermine, A. Marcais and E-M. Deruelle) and hematological colleagues in Romania
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HTLV-1 Genetic study: Material and Methods

DNA extraction from PBBCs and PCR amplification of 4 genomic

fragments (F1-F4) with 4 different primers sets

2,136 kb (LTR-gag)

2,769 kb (pro-pol)

2,224 kb (LTR-gag)

2,946 kb (LTR-gag)

The complete proviral sequence
was obtained by direct
sequencing using 16 pairs of
overlapping primers
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HTLV-1 Genetic study: Phylogenetic analyses (full genome)

TC-Japan

JEN

TC-Latin America (A)

.. TC-Southern Africa (A)

T
MN7E81152 PH610 CIV

u_icsnmwisrzs}m } Cenl-:rr:I’:f:ca

ML
8,160-bp
Bootstrap, 1000
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HTLV-1a
Cosmopolitan

KX905203 WCP201_HCD
RX905202 FM5 VAN

LO2531 MELS SOL
— KF243505 BusDF AT
IXDS1470_AusEM AIS

HTLV-1c
Australo-
Melanesia
(outgroup)

Comparison of an 8,160-bp fragment of the complete
HTLV-1 genome, obtained from the 8 Romanian

individuals and 47 reference strains, shows that the
proviral Romanian strains are very close to each

other with nucleotide identity ranges from 99.8% to
100% (0-18 different bases)

Phylogenetic analysis clearly indicates that the 8 new

Romanian HTLV-1 strains belong to the Cosmopolitan
HTLV-1-a genotype and the Transcontinental

subgroup (a-TC)

If we considered the clades defined and named according
to LTR analyses (Vicente AC. et al., PLOS NTD, 2011 and Afonso
PV. et al., Retrovirology, 2029), these strains are included in a

specific « Romania » clade, strongly phylogenetically
supported, and within the TC-Southern Africa

subgroup



LTR sequences analysis, including 70 reference strains (without South American ones), confirm that the new
HTLV-1 Romanian strains belong to the HTLV-1-a TC subgroup and are different from strains found Japan and Middle-

East. They are close to the only strain already characterized in a Romanian individual (RKI2) and close to strains
from Southern Africa and especially Mozambique and South Africa
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Deciphering the origin of HTLV-1 in Romania requires a

multidisciplinary approach
involving in depth epidemiological study, associated with genetic

and historical research.

Difficult because retrospective study, on facts that are already
old, asssociated with public health decisions taken at least more
than 40 years ago (ATL).

It is esential to pursue surveillance and research efforts to limit

the spread of this oncogenic retrovirus in Romania.
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HTLV-1 in Spain
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Asia & Australo-Melanesia

For nearly 3 billion persons (China, India,...), no
reliable epidemiological data, despite the
presence of small series or sporadic cases of
ATLL and TSP/HAM and studies in blood donors

(China +)
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Solid organ transplantation and HTLV-

Table 1 Clini ils of transplant recipi

tacrelimus

gan removed Not appl ¢

n for orgar rel Not apy fe-th erative

. Bisin die (twice a day), t.d.s. ter die sumendum (three times daily)
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What is the situation of HTLV-1 in Africa?

Remains poorly known

Report commissioned in 2014 by the ECDC, coordinated by
Dragoslav Domanovic¢ and produced by Antoine Gessain and Olivier
Cassar ( EPVO Unit, Institut Pasteur)

‘high prevalence’ — a prevalence over 1% in the general
adult population or prevalence of over 1/10 000 among
first-time blood donors;

‘low prevalence’ — a prevalence below 1% in the general
adult population or prevalence of below 1/10 000 among
first-time blood donors.

- WHO HTLV-1 Technical Report, 2020

- Legrand et al. Clin. Microbio. Review, 2022
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HTLV-1 prevalence in pregnant women

HTLV-1 prevalence in blood donors HTLV-1 prevalence in adult population
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Very probably the largest HTLV-1 endemic area in the world (>2.5-5.5 millions)

No reliable estimation for the highly populated areas
of North and East Africa.

Need large epidemiological surveys in Nigeria, DRC,

East and North Africa (> half of African population)
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General distribution of ATL and HAM/TSP cases reported
on the African continent and in certain Indian Ocean islands

Very few studies have been carried out in

situ, by local MDs and ATLL has been
described only very rarely in

Africa (< 80 cases).

Estimates range from at least 500 to 2,500
cases/year

Local situation on  the  clinico-
/epidemiological aspects of ATL and ID
and, to a lesser extent, HAM/TSP remains

virtually unknown in most parts of Africa.

160 cases of ATL/40 years

360 cases of HAM/TSP/40 years Huge under-reporting (factor >100)
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Distribution of the HTLV-1 Genotypes across the African Continent

HLTV-1-a Cosmopolitan genotype with five clades a-WA, a-Sen, a-Na, a-TC and a G-Rec

In central Africa different genotypes (b, d, e, f, g) with b predominant

Afonso, Cassar, Gessain. Retrovirology, 2019
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What are the predominant modes of HTLV-1 acquisition
iIn Central Africa”

These data are crucial for public health actions

aimed to reduce the incidence of HTLV-1 infection

In Central Africa, there are at least six different modes of acquisition/transmission:

Use of unsterile e e Contact with fluids
Scarification

Mother-to-child Sexual Transfusion syringes, ... from NHPs

The relative contribution of each of the different HTLV-1/STLV-1
transmission routes (between the different inter-humans modes and inter-humans vs

inter-species/NHP-Humans) remains unknown
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First study in Cameroon on the origin and interspecies transmission of

different retroviruses from NHPs living in the wild

More than 5000 plasmas and buffy-coats of adults (mean age 50 years) were tested in a
retrospective study in general rural population including Pygmees or Bantus living close to
NHPs habitats and in a prospective study focused on more than 300 individuals who

reported direct contacts (bites, wounds,..) with animals, especially NHPs, mainly

during hunting activities.
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STLV-3/HTLV-3 STLV-4/HTLV-4 Simian Foamy Viruses

STLV-1/HTLV-1

HTLV-1 infection was associated
to the severity of the bite
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Blood Donors Survey in Libreville, Gabon

Overall prevalence of 0,74
% (23/3123),1% in FTBD
and 0,5 % in repeat

donors

Age and sex-adjusted

prevalence was five
fold lower in FTBD
that in the general

adult population of

rural areas
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Screening tests +/- confirmation assays ?
Depends on the country

_ The more there are, the less we test

the fewer there are, the more we test
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Large Rural Population-based Survey In South Cameroon

Epidémiologie et Physiopathologie des Virus Oncogeénes

Overall prevalence of 1.1 % in
adult rural population
(36/3400) with a distribution

heterogenous in the area.

Factors independently
associated with HTLV-1 were
Pygmy ethnicity, history of

surgery and a NHP bite.

All detected strains belong to
HTLV-1 b genotype but were
highly diverse
A new large ongoing study

is ongoing in blood
donnors from Cameroon



Take-Home Messages

1) The actual geographical distribution of HTLV-1 and the number of HTLV-1 infected
individuals remain largely unknown: large-scale epidemiological surveys are needed in
North and East Africa, as well as in Asia (India, China, etc.).

2) Modes of transmission are well known: Sexual transmission mainly from male
to women (IST WHO), Mother-to-child transmission mainly linked to prolonged
breastfeeding, Contaminated blood products (cell-associated virus), during
organ transplantation, in a religious/ritual context, Zoonotic transmission.

3) In Africa, the largest HTLV-1 endemic area, there is a diversity of transmission routes
that vary from region to region, but their relative contribution remains unknown and
there are no public health measures implemented to reduce the transmission and
dissemination of this oncogenic retrovirus.
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Organ Transplantation risks

EVALUATION/ PRESERVATION/
IDENTIFICATION PROCUREMENT TRANSPLANT
SELECTION TRANSPORT

INCIDENTS

INHERENT

(never risk 0)

SHARED BY DIFFERENT C oordination
LOCATED DISTANT

ASSUMED

LIMITATIONS OF DONOR HISTORY

Preventable Errors in Organ Transplantation: An Emerging Patient Safety Issue
Ison et al. Am J Transplant. 2012
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Fatal homotransplanted melanoma. A case report

Edward F. Scanlon M.D., Roger A. Hawkins M.D., Wayne W. Fox M.D.,
W. Scott Smith M.D.

First published: June 1965 Fu

Article
May 31, 1965

Cadaveric Renal Homotransplantation With Inad-
vertent Transplantation of Carcinoma

Donald C. Martin, MD; Milton Rubini, MD; Victor J. Rosen, MD
» Auther Affiliations

JAMA. 1965;192(9):752-754. doi:10.1001/jama.1965.03080220016003

Cancer
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Infections



Disease transmission through organ
transplantation

= Recipient Survival and Quality of life
Impact _ _
= Transplant / Medical team Second victims

= Transplant / Health system Credibility, trust, safety

Learning opportunity




Transmission: GETTING THE RIGHT BALANCE

AVOID THE
UNNECESARY
LOSS OF ORGANS
SUITABLE FOR

TRANSPLANTATION
MINIMIZE THE

RISK OF
DONOR-
TRANSMITTED
DISEASES



DONOR CHARACTERIZATION AND EVALUATION:

A MULTIDISCIPLINARY erocess

PREVENTION
AND |:> QUALITY AND SAFETY
PROACTIVE STRATEGIES



o\ ne

-—al
wp wome | S ONT

ORGAMIZACION MACIONAL
DE TRASPLAMNTES

Consensus Document on the Selection Criteria of Donors of Solid Organs
in relation to Infectious Diseases . First Edition 2004

2004-2019

Recommendations for HTLV screening in organ donors:

Screening indicated in:

a) donors from or who have lived in endemic areas of HTLV 1 infection;
b) donors who are children of mothers born or residing in endemic area;
c) Donors whose partners have resided in endemic areas.

In this period 3 cases of organ donors with HTLV-| transmission to patients transplanted



ORGAMIZACION MACIONAL

DE TRASPLAMNTES

= e | FIVSE CASE Of HTLV -1 transmission from organ donor in Spain

2003

Donor: young man born in Spain, Road accident. Donor after brain death.

rrae Mo Mother born in Venezuela. Retrospectively, it was found that, although she remained
e asymptomatic, she was seropositive for HTLV-I.

Once the first case was detected, a serological determination for HTLV-I| (ELISA and

western blot) was performed on stored blood from the donor. Those determinations
resulted positive.

The liver, both kidneys, the heart, and both corneas were used for transplantation.
Liver and kidney recipients: myelopathy and paraplegia (18-24 months postx).

Heart transplantation, no information reported.
Patients who received the cornea: HTLV-I negative.
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ORGAMIZACION MACIONAL
DE TRASPLAMNTES

Second case of HTLV-I transmission from organ donor in Spain
2005

Donor: Woman born in Bolivia. Donor after uncontrolled circulatory death.

Bolivia was not in the list of countries with HTLV test at that moment.

Only one kidney was transplanted, patient developed spastic paraparesis
24 months after transplant
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ORGAMIZACION MACIONAL
DE TRASPLAMNTES

Third case of HTLV-I transmission from organ donor in Spain
2015

Donor: 38 year old man, born in Spain. Donation after controlled circulatory death.

Corneas were also retrieved — HTLV screening at tissue bank 24 h after organs
procurement (positive).

Epidemiological risk factors: Sexual partner from endemic country (non detected
during the organ donation process).

Both kidneys transplanted

- First patient: TSP/HAM within 1 year in one recipient, despite antiretroviral
prophylaxis attempted within the first weeks.

- Second patient: seroconverted for HTLV-1 but the kidney had to be removed soon
due to rejection. Immunosuppression was stopped and the patient remains in
dialysis but otherwise asymptomatic.
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Considering...

Global spread of HTLV
Asymptomatic carriers
No vaccine or antivirals

Limitations of donor history (medical, social and behavioural data), donor
history from relatives. short period of time to evaluate deceased donovrs.

Poor prognosis in patients transplanted (Immunosupression)

Available tests for screening (Enzime immunoassay .EIA-, indirect
imunofluorencence —IIF-, others, Western blot for confirmatory tests)
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(GESITRA) perteneciente a la Sociedad

Espafiola de Enfermedar

Microbiclogia Clinica
Organizacién MNacional
[ONT) sobre los Criter|
del Donante de Orgd

Relacién a las Enfermed

 — fm =< ONT

Consensus Document of the Grupo de
Estudio de la Infeccion en el Trasplante
(GESITRA) of the Sociedad Espafiola de
Enfermedades Infecciosas ¥

Microbiologia Clinica (SEIMC)
Organizacion Nacional de Tra
(ONT) on the Selection Crif
Donors of Solid Organs in rel
Infectious Diseases

13. WHAT COURSE OF ACTION 5HOULD BE UNDERTAKEN IN CASES OF SUSPECTED

HUMAN T-LYMPHOTROPIC VIRUS 1 (HTLV-1) INFECTION?
Transmission risk: RL1.

Recommendations

Universal screening with serology in all donors through automated, approved tests

that are efficient, fast with an adequate cost. All.
Screening is especially indicated in: a) donors from or who have lived in endemic

areas of HTLV-1 infection; b) donors who are children of mothers born or residing in
endemic area; c) donors, especially women, whose partners have resided in

endemic areas. BIl.

In the case of seropositive donor and seronegative recipient, reject the organ. All.

In the case of seropositive donor and seropositive recipient for HTLV-1, assess
acceptance of the organ, by considering potential lower risks of associated disease
development in already infected subjects. BIl.
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13, WHAT COURSE OF ACTION SHOULD BE UNDERTAKEN IN CASES OF SUSPECTED
HUMAN T-LYMPHOTROPIC VIRUS 1 (HTLV-1) INFECTION?

A. Transmission risk: RL1.

. Recommendations
Universal screening with semloﬁy in all donors through automated, approved tests

that are efficient, fast with an adequate cost. All.

- National Transplant Committee approval
17 Regions (competent authorities)
185 hospital authorized for organ procurement

45 hospitals authorized for organ tx

Period (6 months) to implement the HTLV test in hospitals

Number of false positive tests???



N 49 i N =#=Rate (PMP) 48.9 pmp

2500 - + 50
40.2 T4

2000 - + 40
1905 + 35

1500 - + 30
+ 25

1000 - + 20
+ 15

500 - + 10
+5

0 - -0

2019 2020 2021 2022 2023

| 2019 (July) 2020 2021 2022 2023

HTLV I+  3(1/1000) 1 (0.6/1000) 8 (4/1000)  3(1/1000) 6 (2.5/1000)

Number of potential organ donors contraindicated due to HTLV I-lI
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Conclusion



GENTIA NATIONALA
de TRANSPLANT

EXPERIENCE OF HTLV-1 IN ROMANIA
AND THE STRATEGIES FOR TESTING DONORS
FOR HTLV-1.

Dr. Guenady Roumenov Vatachki
Executive Director

National Transplant Agency

Stockholm at the ECDC SoHO-Net Organs meeting.



The threat of viral disease In
transplantation

» Opportunistic infections cause considerable morbidity and mortality in
transplant recipients

» Common viral threats
» CMV
» HHV-6, HHV-7, HSV-1, HSV-2, EBV, and VZV

» These viruses may have direct or indirect effects, or may interact with each
other or other viruses

» Emerging viral threats
» SARS and West Nile Virus
» Community acquired respiratory viruses
» Respiratory Syncytial Virus (RSV), Influenza virus, Avian influenza (H5N1),
» Rhinovirus, Enterovirus, Adenovirus, Coronavirus,



Legislation - mandatory testing

I
HIV1si2 | antibodies anti-HIV-1,2 |

HepatitaB | antigen Hbs |
| antibodies Anti HBc |
|

|
HepatitaC | antibodies anti-HCV |
|




Legislation

» HTLV-I antibody testing should be performed in the case
of donors who live or come from areas with high
prevalence or who have sexual partners from those
areas or when the parents of the donors come from
those areas.

» Additional testing may be required in certain
circumstances, depending on the donor's travel and the
characteristics of the donated organ, tissues or cells
(eg: malaria, CMV, T. cruzi)

» For donations, blood samples must be obtained at the
time of each donation.




Prevalence

» In Romania, the HTLV-1 prevalence has
been reported to be 5.3/10,000 among
first-time blood donors, and 3-25% in
poly-transfused patients.

» |n non-endemic areas, due to the
migration of people and the sexual
transmission of the virus, HTLV-1 and 2
have also been detected




In practice- solid organs donor testing
Hystocompatibility

vV vV v vV v v v Y

HLA A low-resolution
HLA B low-resolution
HLA C low-resolution
HLA DRB1 low-resolution
HLA DQA1 low-resolution
HLA DQB1 low-resolution
HLA DPAL low-resolution
HLA DPB1 low-resolution

Immunological risk assessment:
Crossmatch Luminex



In practice- solid organ donor testing
viral screening

» AgHBs » HAV IgM

» AgHBe » HIV

» Anti-HBe » HTLV 1/2

» Anti-HBc » Syphilis

» Anti-HBs » Toxoplasma IgG
» Anti-HCV » Toxoplasma IgM
» CMV IgG » Screening SARS-CoV-2 RT-
> CMV IgM PCR (GeneXpert)
» EBV IgG

» EBV IgM

» HAV IgG




In practice- solid organ donor testing
tumoral screening

AFP

CEA

CA 19-9
CA 125
CA 15-3
PSA Total
PSA Free

vV v v v v v Vv




Renal recipient testing
histocompatibility/ ambiguity solving

» HLAA low-resolution
» HLA B low-resolution * HLAAhigh-resolution
_ « HLA B high-resolution
» HLA C low-resolution e HLAC high_reso|ution
» HLA DRB1 low-resolution * HLADRBI high-resolution
_  HLA DQAL high-resolution
» HLA DQA1 low-resolution « HLADQB1 high_resolution
» HLA DQB1 low-resolution * HLADPA1 high-resolution
: * HLA DPB1 high-resolution
» HLA DPAL low-resolution
» HLA DPBL1 low-resolution




Renal recipient testing
Immunological risk assessment

vV v v v v v Y

Anticorpi anti HLA clasa | si clasa Il

Single antigen clasa | (identificare clasa 1)
Single antigen clasa Il (identificare clasa 2)
Clqg clasa |

Clg clasall

Crossmatch Luminex

Autocrossmatch




Renal recipient testing
viral screening

» AgHBs » HAV IgG

» AgHBe » HAV IgM

» Anti-HBe » HIV

» Anti-HBcC » HTLV 1/2

» Anti-HBs » Sifilis

» Anti-HCV » Toxoplasma IgG

» CMV IgG » Toxoplasma IgM

» CMV IgM » Screening SARS-CoV-2 prin
» EBV IgG RT-PCR (GeneXpert)

» EBV IgM




Renal recipient testing
tumoral screening

AFP

CEA

CA 19-9
CA 125
CA 15-3
PSA Total
PSA Free

vV v v v v v Vv




Post transplant testing
renal transplant

Antibodies anti HLA » ARN VHC - Real Time » Ciclosporina CO si C2
clasa | si clasa Il PCR

» Tacrolimus
Single antigen clasal » ADN BKV - Real Time -
(identification clasa 1) PCR > Sirolimus

Single antigen clasa Il » ADN Parvovirus B1g - omeral Sereening

(identification clasa 2) Real Time PCR » AFP
ADN CMV - Real Time » **if receptors cu » CEA
pgmspreTt KON, a0
ADN EBV - Real Time - reat time
» CA125

PCR » ***|f receptors HCV

: - » CA15-3
ADN VHB - Real Time present ARN VHC - Real
PCR Time PCR > PSA Total
ARN HDV - Real Time ~ Monitoring the » PSAFree

Immunosuppression post

PCR
renal transplant



summary

Viral infections cause considerable morbidity and mortality in
transplant recipients

Viral threats exist
» HHV-6, HHV-7, HSV, VZV, EBV, polyomaviruses, RSV, influenza, WNV

viral threat still the most significant pathogen in SOT recipients
» Direct and indirect effects
» Subclinical viral replication
» Interaction with other viruses

HTLV testing is common in SOT in Romania because we are endemic
area.



Conclusions

policies regarding HTLV
» all Blood donor screening ;

Preventing the mother-to-child transmission of HTLV-1
by screening pregnant women from endemic areas,

all SOD screening

» for assisted reproduction technologies HTLV-I antibody
testing should be performed in the case of donors who
live or come from areas with high prevalence or with
sexual partners from those areas or when the parents of
the donors come from those areas

» There are no other HTLV-1-related health policies in
Romania

» No consistent screening for children born from positive
mothers.




THANKS
FOR YOUR ATTENTION



ECDC NORMAL

And to finish... @

v-] Considering the discussions in this session, what do you think screening strategy for
HTLV in deceased organ donation in your country should be?

Multiple Choice Poll 28 votes & 28 participants

Universal testing: all donors are screened for HTLV - 12 votes

— 43%

Selective testing: all donors with defined risk factors are screened for HTLV - 14 votes

S 50%

No testing for HTLV is needed - 2 votes

2 7%

I'm not sure - O votes

€3 0%




Session 6
Conclusion of day 1
18 June



ECDC NORMAL

Session 7/

Biovigilance and reporting of serious adverse
reactions and events

19 June
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Session overview @:c

1. Issues in reporting serious adverse reactions and events for Organs —
Paul Hendrick, Organ Donation Transplant Ireland, HSE, Ireland

2. Biovigilance guideline repository — Francois-Xavier Lamy, ECDC

3. SARE reporting — communicable diseases transmission cases — Ana
Paula Barreiros, NFP, Germany

4. Discussion — All

5. Strongyloides stercoralis transmission through organs — case report —
Sophie Lucas Samuel, NFP, France and Morten Hagness, Oslo University
Hospital, Norway

6. Questions and answers — All
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Biovigilance Implementation
The Irish Experience

aul Hendrick,
irector of Quality ODTI
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EU

Directive
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Regulatory Landscape

e Commission Directive 2010/53/EC

-
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~

Irish Law
J

>

e S.I. No: 325 of 2012

ODTI
Policy

ECDC NORMAL

e Quality & Safety Framework (2014)

Deoni agus Trasphlandd Organ Eireann
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Regulatory Landscape
National Competent Authority - Joint S

Delegated from the Sl by the Department of Health

» Non Clinical - Health Products Regulatory Authority (HPRA)
(Regulator for Medical Devices, Medicines, Blood and
Tissue - Including vigilance on all)

» Clinical - Organ Donation Transplant Ireland
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Operational Landscape -
Transplantation in Ireland

™

Pre Procurement

e 6 CLOD e NOPS e Heart / Lung
Regional e Centralised Tx Centre

e 6 ODNM e 10 Donor - Liver/
Regional Coordinators Pancreas Tx

* Covering 26 x e Licensed to Sl Centre
ICU / EU Directive e Kidney Tx

e Regulatory Centre
Gap e Licensed to SI

/ EU Directive

A 4 =
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Organisation Development
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Deoni agus Trasphlandd Organ Eireann
Organ Donatlon Transplant Ireland

Year Milestone Event Biovigilance System in Place
Established ODTI - Clinic Lead Appointed / Function
2012
Established in Health System with clerical support / NODTAG
Establish & Licensed Transplant Centre QMS — mandated Manual SARE Reports reviewed with relevant
2012 - 2014
SARE reporting NODTAG- all manual
2014 Quality & Safety Framework Policy Developed and Adapted
2015 Establish & Licensed NOPS QMS - SARE reporting Manual SARE Reports reviewed with relevant
NODTAG- all manual — basic Excel Sheet with basic
2015 - 2022 Development of NOPS / Transplant QMS & Services / Covid | reports / email communication etc.

2022 —To Date

Established dedicated ODTI Quality Biovigilance Function

Biovigilance Road Map Next
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Reporting to Date

» 169 Reports (2012 - now - 07 June 2024 latest report)
» 163 Clinical (>96%) / 6 Non Clinical

» SAE - 147 / SAR - 20 / Incorrect reports 2

» Reporting level is satisfactory

» Reporting of Issues which are technically outside the
definition
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Bio Vigilance Roadmap o=d=t1'

Deoni agus Trasphlandd Organ Eireann

©Organ Donatlon Transplant Ireland

Systems

e Biovigilance Process e ODTI person with e Electronic Reporting

(aligned to EDQM — responsibility for System & Database

Quality & Safety) Biovigilance

e Rapid Alert utilising

e Associated Continuous e Clinical Governance — NOPS Donor System

Improvement Process Independent Sub

Committee

e Continuous
Improvement
Implementation Group

e ODTI membership on
VES Group / Liaison with
NCA




Agreed SARE
Process

» Reviewed and Agreed with
HPRA - Joint Competent
Authority

» Endorsed and Agreed with
NODTAG

» Process Proceduralised
within ODTI

ECDC NORM
0 QSDTI SARE Management Proce

 —

‘ SARE Report Recieved ’

N

SARE Logged in paper and electronic file

A

Receipt of SARE Acknowledged and
Communicated

v

Assessment for remit for ODTI/HPRA
Responsibility

v

Identification of Relevant Stakeholders

v

[ SARE RCA Review with the relevant
Stakeholders

- Review of identified / proposed continuous
improvement action plan

Action Plan revised if required

Action Plan and timeline Communicated
and Agreed with the relevant stakeholders

o
odti

Deona agus Trasphlanda Organ Eireann
©Organ Donation Transplant Ireland

Action Plan Implemented by Stakeholder

Group and progress report to ODTI

SARE Close Out Report Complete

—

h 4

SARE Close Out Report Approved and SARE
Log Updated

y |

Communication of close out to
Stakeholders / HPRA

‘ \

Annual SARE Review and generation of
Annual Report

|

v

Process End

:

oDTI
Reporter

Cross Functional Group

Identified Action Plan Delivery Group
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SAR/E Working Group

Claire Dalton

ODTI Quality /
Biovigilance

Dr. Michelle Murray (MMUH)

Transplant )
Mr. lan Robertson (BMT) Centre Intensive Care Dr. Catherine Motherway
Representative

Dr. Audrey Dillion (SVUH) ngﬂgsgegup

(Chair ODTI
Quality)

. Microbiological Immunological
Dr. Sinead McDermott Represemgﬂve Representgﬁve Prof. Mary Keoghan

Virology
Representative

Dr. Daniel Hare
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» To provide the clinical oversight and direction
for the :

» Review Report Classification

» Review of investigation report

» Management of the SARE

» Continuous improvement actions

» Recommendations for further corrective actions
/ learning

» Contribute BV Section to ODTI Annual Report

et rrs T o e T
perofesg sasormsd feald 1o rmasirsee
[EoE T T T e
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Hational or regional level
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SARE Working Group

nnnnnnnnnnnnnnnnnnnnnnnnnnnnn

International level
fn additian to the above

» To provide the clinical oversight and /
support for ODTI participation in VES
and others/relevant groups:

B Takes responsibility (o Cumidlatihe SARE

reporting, assessment reports from individual
and Managemaent CCEINTIRES
bielween authorities B (s International
. . .. irvalviad (in the ELL 4% rapid alerts when
> Report Review for Irish Annual Submission par Directive 2012125/ appropriate
*on behalf of ODTI or in conjunction with E)

B Collects and analyses

HPRA

» Review of European wide report(s)/working
groups to identify continuous improvement
Initiatives for Ireland
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Operational Landscape
Electronic Systems Introduction

S - . -

iTransplant Recipient System
(Live Q4 2024)
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Biovigilance Systems Challenge # 1
Rapid Alert Notification / Tracking

» Predominantly Retrospective Information
» No Quarantine

» No Recall

» Normally Transplanted

» Immediate Patient Action Required by the Transplant
Physicians

» Current Process Phone Call / Email from Procurement
Service
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Continuous Improvement Initiative

aaaaaaaaaaaaaaaaaaaaaaaaaaaaaa

Rapid Alert Notification

« Trigger Retrospective Information Event
on Procurement Service - Donor System
(EQS)

« Automatic simultaneous update to all
relevant Transplant Centres immediate
attention (on Recipient System)

« eMail

 Text —

« Call
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Biovigilance Systems Challenge # 2
Reporting System

» Paper Form - Scanned and eMail
» Basic Excel Log
» No Case Management System
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Continuous Improvement Initiative # 2

Case Reporting

e Accessible ® Report Management e Define
e User Friendly ¢ |nvestigation e Measure
Management e Analyse
e Communication e Improve
* Root Cause Analysis e Control
¢ Risk Determination

A 4 =
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Continuous Improvement Initiative # 2 odti

Deoni agus Trasphlandd Organ Eireann
Organ Donatlon Transplant Ireland

Case Reporting

e Accessible Report Management e Define
e User Friendly ¢ Investigation e Measure
Management e Analyse
5 loped-Reporting- ey e Communication |  Improve
o ® Root Cause Analysis e Control
= Immediate—Easier-Pro- e Risk Determination
forma-on-Websites-&-
dedicated-Biovigilance- Developed-Case-Management-Systemf]
eMail-Address-1) 1]
= Extension-to-iTransplant- . . . , .
(Donor-/-Recipient-System)- *— |Immediate---expansion-of-excel-functionality-act-as-Database-for-all-activityf]
orf] o Utilise-CAPA-functionality-of-Q-Pulse—electronic-Quality-Management-System,-orf]
o Follow-B&T-with-Dendrite- i i i i
System-s +—+ Expand-iTransplant:/-Dendrite-functionality-to-acco mndateh
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Thank You
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SARE reporting — communicable diseases
transmission cases

Ass. Prof. Ana Paula Barreiros, MD m

Deutsche Stiftung Organtransplantation (DSO), OPO Germany DEUTSCHE STIFTUNG

ORGANTRANSPLANTATION
Stockholm/Sweden, 19.06.2024

Gemeinniitzige Stiftung

Koordinierungsstelle Organspende
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Reporting of SAE / SAR in Germany
Agenda

1
2
3
4
5

. Definition of SAE /SAR and legal principles of SAE / SAR reporting

. Donor-Derived infections (DDI) in Germany 2016-2023

. Results of the survey and pilot data collection EU Organ SAE/R reporting
. Case report

. Conclusion
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. Case report
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Reporting of SAE / SAR in Germany
EU Directives 2010/53/EU and 2012/25/EU

2010/53/EU

2010/53/EU OF THE EUROPEAN PARLIAMENT
AND OF THE COUNCIL

of 7 July 2010

DIRECTIVE

on standards of quality and safety of human organs intended for

transplantation

Article 11

Reporting system and management concerning serious adverse
events and reactions

1.  Member States shall ensure that there 1s a reporting system in
place to report, investigate, register and ftransmit relevant and
necessary information concerning serious adverse events that may
influence the quality and safety of organs and that may be attributed
to the testing. characterisation, procurement. preservation and transport
of organs, as well as any serious adverse reaction observed during or
after transplantation which may be connected to those activities.

2012/25/EU

DIRECTIVES

COMMISSION IMPLEMENTING DIRECTIVE 2012/25/EU
of 9 October 2012

laying down information procedures for the exchange, between Member States, of human organs
intended for transplantation

(Text with EEA relevance)

Article 7

eporting of serious adverse events and reactio

Member States shair—errere—thee=gre=fof0Wing procedure is
implemented by their competent authorities or delegated bodies:

(a) Whenever the competent authority or delegated body of the
Member State of destination is notified of a serious adverse
event or reaction that it suspects to relate to an organ that
was received from another Member State, it shall
immediately inform the competent authority or delegated
body of the Member State of origin and transmit without
undue delay to that competent authority or delegated body
an initial report containing the information set out in
Annex [, in so far as this information is available.
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Reporting of SAE / SAR in Germany

DSQ,

Definition of SAE and SAR according to EU Directive 2010/53/EU/Efretos project

Serious Adverse Event (SAE)

,... any undesired and unexpected
occurrence associated with any stage of
the chain from donation to
transplantation that might lead to the
transmission of communicable disease, to
death or life-threatening, disabling or
incapacitating conditions.”

Possible harm

Bohler K, Barreiros AP, Rahmel A |

SAR = serious adverse reaction (SAR)

» ... an unintended response, including a
communicable disease, ... in the recipient
that might be associated with any stage of
the chain from donation to transplantation
that is fatal, life-threatening, disabling,
incapacitating, or which results in, or
prolongs, hospitalization or morbidity.”

Recipient Q

— ———

Actual harm
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Reporting of SAE / SAR in Germany DSQ,

Legal foundation: German Transplantation Law (TPG)

§ 11 Zusammenarbeit bei der Entnahme von Organen und Geweben, Koordinierungsstelle

(1a) Die Koordinierungsstelle hat die Zusammenarbeit zur Organentnahme bei verstorbenen Spendern und die
Durchfiihrung aller bis zur Ubertragung erforderlichen MaBnahmen mit Ausnahme der Vermittlung von Organen
durch die Vermittlungsstelle nach § 12 unter Beachtung der Richtlinien nach § 16 zu organisieren.

Hierzu erstellt die Koordinierungsstelle geeignete Verfahrensanweisungen unter Beachtung der Richtlinien nach §16,
insbesondere

9. zur Sicherstellung der unverziiglichen Meldung schwerwiegender Zwischenfalle und schwerwiegender
unerwiinschter Reaktionen und der in diesem Zusammenhang getroffenen MaRnahmen auf der Grundlage der
Rechtsverordnung nach § 13 Absatz 4.

Important:

The German organ procurement organisation (DSO) is the delegated body assigned by the
national authority ( Federal ministry of health )

Responsible for tisssue donation — Paul-Ehrlich-Institut (PEI)
Responsible for living donation — Transplantation center
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Procedural Instructions and Notification Form

VII.

B. BESONDERER TEIL

ECDC NORMAL

Verfahrensanweisung zur Sicherstellung der unverziiglichen Meldung
SCHWERWIEGENDER ZWISCHENFALLE (SAE) und SCHWERWIEGEN-
DER UNERWUNSCHTER REAKTIONEN (SAR) und der in diesem Zusam-
menhang getroffenen MaBnahmen auf der Grundlage der Rechtsverord-
nung nach § 13 Abs. 4 TPG (§ 11 Abs. 1a Nr. 9 TPG)

Grundsatze

In den Verfahrensanweisungen ist unter IV. die Befundibermittlung geregelt, welche durch die
Verfahrensanweisung V1. zur Riickverfolgbarkeit komplementiert wird. Fir die Meldung schwer-
wiegender Zwischenfalle und schwerwiegender unerwiinschter Reaktionen gelten die nachfolgen-
den Regelungen. Im Folgenden wird fir den Begriff ,schwerwiegender Zwischenfall® die Ab-
kilrzung fur den englischen Fachbegriff ,Serious Adverse Event™ (SAE) und fiir den Begriff
,Schwerwiegende unerwinschte Reaktion® die Abkirzung fir den englischen Fachbegriff
,Serious Adverse Reaction” (SAR| verwendet.

DSQ,

Seite 1von 1

- Meldung SAE/SAR an Koordinierungsstelle

|DSQ

Empféanger

Tel.: 0800 376 72732

Per Telefax an: +49 (69) 677 328-89998
Deutsche Stiftung Organtransplantation
SAE/SAR-Meldung

Deutschherrnufer 52 | 60594 Frankfurt am Main

Absender uitte vollstindig ausfiillen

Telefon:

Telefax:

Ansprechpartner:

Meldung schwerwiegender Zwischenfélle (SAE) und/oder einer schwerwiegenden
unerwiinschten Reaktion (SAR) gemaB § 9 Abs. 2 und § 10 Abs. 4 TPG Organ V sowie
§ 40 Abs. 3 AMWHV

Art der meldenden Einrichtung

|:| TXB des Entnahmekrankenhauses |:| Arzt der Leichenschau

[ Behérde ] von der DSO beauftragte Dritte (z.B. Labor)
[] Transplantationszentrum ] Eurotransplant
I:' Gewebeeinrichtung

I:‘ sonstige

Fallidentifikationsnummer des Entnahmekrankenhauses:

bei Geweben Identifikations-Nr.:

DSO-Kennnummer, falls bekannt:

ET-Spendernummer/ET-Empfangernummer, falls bekannt:

Transplantationsdatur, falls bekannt:

Entnahmedaturm, falls bekannt:

gemeldet am:

Gespréchspartner:

Meldungsdetails

Bitte beschreiben Sie hier den schwe rwiegenden Zwischenfall und/oder die schwerwiegende
unerwiinschte Reaktion so genau wie méglich unter Meldung aller sachdienlichen und not-
wendigen Angaben. Sollte der Platz nicht ausreichen, fiigen Sie ein weiteres Blatt hinzu.

Bitte fiigen Sie auch sdmtliche Befunde diesem Telefax beil
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7 regions, each with 1-2 medical colleagues working in the SAE / SAR team 24/7

- @ Schwerin
REGION
NORD-OST
REGION
NORD HANNOVER Q
Q REGION BERLK

OSsT
EGION
ORDRHEIN-
STFALEN
LEl
Dresde:
(@)
@ Maburg O
REGION  FRANKFURT
MITTE
MAJ REGION
BAYERN
O Hemburg QO Hewdelberg ®

Erlangen
ﬁ‘ ‘
REGN§
BADEN-
WURTTEMBERG
) (@]
Freibun 9 Buxheim
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Team and Contact SAE / SAR 2024
Ressortleitung PD Dr. Ana Paula Barreiros
Stabsstelle SAE/SAR Dr. Klaus Béhler SAEISAR — ContaCt us
Regionale Koordinatoren 24/7

Karsten Tiede (Nord)
Dr. Thorsten Doede (Nord-Ost)
Dr. Monika Scholle (Ost)

N.N.(NRW) Telefon ~ 0800 — 376 7273
Séren Melsa, Ruth Lindner (Mitte) 0800 — DSO SARE
Dr. Carl-Ludwig Fischer-Frohlich, Email dso.sare@dso.de

Kevin Otero (Ba-Wii)
Susanne Schmidt (Bayern) Fax 069 — 677 328 - 89998
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Reporting of SAE / SAR in Germany
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2023 Publication of six years German SAE / SAR data

> Transpl Int. 2023 Sep 4:36:11610. doi: 10.3389/1i.2023.11610. eCollection 2023.

Vigilance Data in Organ Donation and Solid Organ

Transplantation in Germany: Six Years of Experience
2016-2022

Klaus Bohler 1, Axel Rahmel 1, Ana Paula Barreiros

Affiliations + expand
PMID: 37745644 PMCID: PMC10515207 DOI: 10.3389/t1.2023.11610
Free PMC article
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Reporting of SAE / SAR in Germany m
Six year German SAE / SAR data 2016-2022

* The reports from 01/2016 to 12/2022 were analysed by the SAE / SAR team
of the DSO

e 21.060 organs were transplanted from 8.519 donors
* 543 SAE/ SAR reports have been received by the DSO
e 53 SAE / SAR report with probable / proven transmission of a disease from

the donor to one (or more) recipients

Bohler K, Barreiros AP, Rahmel A 196
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Reporting 2016-22: Categorization of cases with p/p transmission DSQ,

B Bacteria

M Fungi

M Virus
Parasite

10, 19% W Other diseases
B Malighancy
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Reports with suspected Donor-derived infections (DDI) in Germany DSQ,

2016-2023

Total donors realized
N=9771

All SAE SAR reports
N=612

Reports suspicion/risk of donor-
derived infection
n=377

Other Reports (Malignancy,
Genetic, Other diseases)
N=235

198
AP Barreiros, K Bohler, Rahmel A, submitted for publication
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SAR reports — imputability analysis m
DDI in Germany 2016-2023

Possible
23, 28%
Unlikely
33, 40%
W Excluded

Not assessable

AP Barreiros, K Bohler, Rahmel A, submitted for publication 199
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Categories of DDI in Germany 2016-2023
All pathogens — Type of pathogenes

All Reports Recipients |Recipients with | Death from P/P
from P/P P/P Transmission

donors transmission

Bacteria 182 18 65 27 (42%) 0 (0 %)

135 14 52 16 (31%) 3 (19%)
Virus 55 8 29 14 (48%) 3 (21%)
Parasites 5 1 4 1 (25%) 1 (100%)
Total 377 41 150 58 (39%) 7 (12%)
- P/P: proven/probable 500

Barreiros AP, Bohler K, Rahmel A, submitted for publication
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Categories of DDI in Germany 2016-2023

Bacterial pathogens

All MDR** |P/P Recipients from |Recipients with Death from P/P
Cases donors |P/P donors P/P transmission |Transmission
64 20 1 3

1 o
28 10 3 10 5 0
MZZ 8 5 22 10 0
9 0 3 12 3 0
m102 27 1 3 1 0
267* 75 18 65 27 O***

*In 79 cases more than one pathogen ** MDR — multi drug resistant *** includes 6 organ loss (kidneys) , two due to Klebsiella , three due to Enterococcus
one due to Streptococcus. Barreiros AP, Bohler K, Rahmel A, submitted for publication
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Categories of DDI in Germany 2016-2023

Fungal pathogenes

All P/P Recipients | Recipients Death from
Cases |donors |from P/P |with P/P P/P

donors transmission Transmission

Candida spp. P& 10 38 11 (29%) 6** 3

Aspergillus spp. ET> 2 6 3 (50%) 0 0

Cryptococcus W 2 8 2 (25%) 0 0

5 0 0 0 0 0

148* 14 52 16 (31%) 6 3 (19%)

*  *In 13 cases more than one pathogen  ** 4 kidneys and one kidney/pancreas, three of the recipients died
Barreiros AP, Bohler K, Rahmel A, submitted for publication
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Categories of DDI in Germany 2016-2023

P/P Recipients Recipients with |Death from P/P

donors |from P/P P/P Transmission

donors transmission

L
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Q
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o
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3
3
o
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wive PR 1 1
32 2 11 2 0
55 8 29 14 3 (21%)

* Includes one CMV transmission (incorrectly reported CMV status of the donor) and one HHV -6 transmission to a child 203
Barreiros AP, Bohler K, Rahmel, submitted for publication
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DDI in Germany 2016-2023: Cumulative Incidence DSQ,

Total Donors recovered 9771

N(%) with risk/suspicious for 295 (3,0%)
DDI

N(%) with Proven/Probable 41 (0,42%)
transmission

Total recipients transplanted m
1 parasite (Toxoplas.

N(%) with Proven/Probable 58 (0,21%)
DDI transmission

N(%) with deaths due to 7 (0,025%) »

P ro\’/ean /P ro hg h I Q 'I'rg NSM |QQ | 0ON Barreiros AP, Bohler K, Rahmel A, submitted for publication
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Case report m

* Kidney recipient in transplant center in the South of Germany (A):

* Neurological symptoms 3.5 months post transplant

Initially force reduction both legs, increasing until tetraplegia

* |n addition progredient dysarthria, vigilance reduction, loss of cranial nerves reflexes,
coma

* Nephrectomy 6 months post Tx (Histology: marginal interstitially nephritis, no hint for
pathogens)

e Contact to transplant center of contralat. donor kidney (B): recipient passed away
shortly before, with same symptoms and comparable course of disease

* SAR-report 6.5 months pos Tx, information all involved transplant centers
immediately
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Case report m

* Donor, 70 years, male

e Origin: rural region in the south of Germany, married, two sons, decision pro donation
lifetime

* Medical history: coronary heart disease, COPD, gout, thyreoidektomia, appendectomia
* Admission with abdominal pain unclear reason, no neurological symptoms

* Two days after admission resuscitation due to arrhythmia

e cCT: pansinusitis and signs for massive hypoxia: diagnosis of brain death

* Organ procurement with

* Transplantation of liver, both kidneys, no tissue
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Case report m

e Extensive analysis of clinical course and medical history, also social and familial
history

No further information

* Information: kidney recipient (A) passed away 7 months post T,

No autopsy (denied by family)
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Case report m

* Biopsies of brains of both kidney recipients, also liguor and serum of kidney
recipient A (Friedrich-Loffler-Institut, German Federal Institut for Veterinary
medicine):

- Diagnostics for rabies plus Next-Generation-Sequencing NGS
(metagenomdiagnostics, gensequenzing , search for foreign DNA/RNA)

e Detection of Bornavirus-Genom (Mammalian 1 Bornavirus) in high
concentration in brain biopsy kidney recipient (A), confimation via realtime -
PCR (Pan-Bornavirus-PCR).NGS: Genomsequencing of the whole genom.
Minimaler detection in Liquor dieses of the patient. Detection Bornavirus-RNA
in explanted kidney graft patienten (A) via realtime-PCR.
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Case report m

e Results confirmed via material of transplant center B: Pan-Bornavirus-PCR
positiv.

* Parallel: immunhistological investigations on brain biopsies of patient B showed
also Bornavirus-Antigen .

* First
initia
deve

iquor samples, throat swap, urin and stool samples of the liver recipient
ly Pan-Bornavirus-RT-PCR negativ, but then getting positive with
opement of increasingly neurological symptoms (dysarthria, tremor,

insecure walk )

e Exclusion of other transmission sources (ATG therapy e.g.)

e Cave:

Bornavirus was not known as human pathogenic !!

(only squirells, horses e.g.)
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Publikation: New England Journal 10/2018

Fatal Encephalitic Borna Disease Virus 1 in Solid-Organ
Transplant Recipients

To THE EDIToR: Borna disease virus 1 (BoDV-1;
species Mammalian 1 orthebornavirus) causes pro-
gressive meningoencephalitis, mainly in horses
and sheep. Evidence of BoDV-1 infection in hu-
mans is limited.»* However, after the identifica-
tion of a bornavirus transmitted by exotic pet
squirrels — the variegated squirrel bornavirus 1
(species Mammalian 2 orthobornavirus)® — the zoo-
notic potential of mammalian bornaviruses
should be considered. Here, we report evidence
of donor-transmitted BoDV-1 infection occurring
in three solid-organ transplant recipients, two of
whom died.

Three organs (kidneys and liver) were ob-
tained from a 70-year-old, white, male, brain-
dead donor from the Bavarian region of south-
ern Germany; the donor had no signs or symptoms
of neurologic diseases or of an active infectious

nranoce Tha lFidnove wrava allacarad #n a GR_aa e

M EMGL | MED 37914 MNEJM.ORG OCTOBER 4, 2018

and recipient 2 died on post-transplantation day
179. The liver graft was allocated to a 65-year-
old man with hepatocellular carcinoma (recipi-
ent 3). On post-transplantation day 98, facial
palsy, anomia, and cognitive deficits developed
in the patient. Magnetic resonance imaging re-
vealed a leukoencephalopathy (Fig. 1A). Recipi-
ent 3 is currently in remission from the disease
and has optic nerve atrophy (Table 51 in the
Supplementary Appendix, available with the full-
text of this letter at NEJM.org). The findings
from assessment for other infectious agents were
unrevealing.

A diagnostic metagenomic analysis was per-
formed on a brain-biopsy specimen from recipi-
ent 1. A nearly complete EoDV-1 genome was as-
sembled (GenEank accession number, LT991983);
the highest values of nucleotide identity were to
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Reporting of SAE / SAR in Germany m

Conclusion

* Transmission of infections, infectious diseases or infectious pathogens
important and obvious risk for organ recipients.

DDl rate in our cohort low (0,21%), comparable with other countries.

e But: Significant mortality with 12 % in recipients with transmitted infections

(p/p).

e Detailed and careful analysis of SAE and SAR cases may help to develop
strategies to reduce the risk of transmitting donor disease to transplant
recipients.
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Conclusion

* European pilot study:
- established vigilance system in almost all participating countries (15/27)
- low rate of serious adverse reactions

- variability in definition of serious adverse events and serious adverse
reactions

- uniforme use of definition would be helpful

- stay in contact and learn from each other, especially in very rare cases

215



ECDC NORMAL

Thank you for your attention!
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Repository of policy and practice
resources — bio-vigilance
SoHO-Net Organs Group meeting — 19 June 2024
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ECDC aims to set up a repository of policy and practice resources to
facilitate and improve the sharing of such resources and expertise

This repository will cover different areas of relevance for ECDC.
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Methods

DN CENTHE FOM
MG CONTROL

Scraping all EU/EEA national
competent authorities’ websites for
documents on the topic of biovigilance

Inclusion
of documents Submit the list of included documents to

recommended by SoHO-Net for additions or removals

SoHO-Net
Last update: January 2023

Final list published on the repository

el
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Repository

C Repository of Policy and Practice Resources

msee.  European Centre for Disease Prevention and Control Repository

Topic

Topic introduction

Substances of Human Origin (SoHO) v

The Substances of Human Origin topic includes national or regional biovigilance
Biovigilance guides et (including haemovigilance) guidance documents published online by EU/EEA
national competent authorities. Also included are reference documents from

Tissues and Cells v relevant international agencies and professional societies on the topic of
biovigilance in the field of SoHO.

Origin
Country “ w Sort by: Date of publication (newest) ‘
Issuing body v Biovigilance I
Country: France
Language Issuing body: Agence de la biomédecine
Language o Language: French

Date of publication: 19.09.2022

Date of publication

002 | (ot | [0 ) [oooe | 5o

2012 ][ 2013 ][ 2014 ][ 2015 ][ 2016 ]
Country: Estonia

2017 ][ 2018 ][ 2019 ][ 2020 ][ 2021 ] Issuing body: Ravimiamet

Language: Estonian
Date of publication: 06.06.2022

—

Biovigilance

.

.
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SoHO page on the ECDC website

Home - Infectious disease topics > Related public health topics > Substances of human origin

Substances of human origin

Antimicrobial consumption

ELROFEAN CENTRE FOR
DISEASE FREVERTION
AMD CONTRAL

Translate this page

Antimicrobial resistance

Substances of human origin (SoHO) is a term referring to a
variety of biological materials that can be derived from the

Disease vectors

Healthcare-associated infections human body and are intended for clinical application.
Broadly speaking, these are blood, tissues, cells, and ‘]"

Immunisation and vaccines organs, but they can be any parts of the human body, and

) ) secretions or excretions, collected from living or deceased

Microbiology persons. 1|

Migrant and refugee health SoHO are used as therapy for a wide range of medical -7
conditions, and are sometimes the only available and

SRR lifesaving treatment. In other situations, the application of = "‘l_

: SoHO can significantly improve patients’ quality of life.
Prevention g yimp P . y

Although very beneficial, SoHO are not without risks. To minimise these risks, the SoHO field is very carefully regulated in
the EU. Among other bodies and organisations, ECDC is responsible for ensuring the quality and safety of SoHO. ECDC
focuses on aspects of prevention of communicable diseases transmission that can come from SoHO donors.

Social and behavioural sciences
Substances of human origin

Surveillance resources

https://www.ecdc.europa.eu/en/substances-human-origin
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Repository
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E(-l‘{sq An agency of the European Union

w Infectious disease topics v Data »

Analysis and guidance

European Centre for Disease Prevention and Control

ECDC NORMAL

NEW! Improved search H

Tralning and tools ~

About ECDC ~

Hoeme - Infectious disease topics - Related public health topics

€ Infectious disease topics

Related public health topics

A-Z disease list

Related public health topics

Q Translate this page

Resources on key public health topics related to infectious diseases, such as antimicrobial resistance and

Antimicrobial consumption immunisation,
Antimicrobial resistance

Healthcare-associated
infections

Immunisation and vaccines

Antimicrobial
consumption

Migrant and refugee health
On this page you can find ECDC
resources, facts and reports on
antimicrobial consumption.

Disease vectors

Substances of human erigin

Read more »

e

Antimicrobial resistance
[AMR)

Find facts, infographics, data,
scientific advice and guidance
on antimi ial resi

W
o Tl

Healthcare-associated
infections

Approximately 4 100 000
|patients are estimated 1o acquire
& hsali P

Read more »

v
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ELROFEAN CENTRE FOR
DISEASE FREVERTION
AMD CONTROL

Read more

Repository of policy and practice resources - substances of
human origin

This repository is a gateway to quality-assured policy and practice resources
related to substances of human origin.

Access the repository »

https://qap.ecdc.europa.eu/public/extensions/repository-ppr/repository-ppr.html

S ‘ o
MR I
Network for the Microbial Safety of Substances of Human
Origin (SoHO-Net)

ECDC's Network for the Microbial Safety of Substances of Human Origin
(SoHO-Net) was established to facilitate cooperation between ECDC and
European Union/European Economic Area (EU/EEA) Member States.

Read more »
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Strongyloides stercoralis transmission through organs

— case reports —
Sophie Lucas Samuel, NFP, France

Morten Hagness, Oslo University Hospital, Norway
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REMINDER ON THE STRONGYLOIDES STERCORALIS LIFE CYCLE

Duoden_al ne_m_atode

', e | Human body |
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:f' ﬂ j ; contaminate | skin penetration xlx'“‘-x..m Entero-pulmenary cycle
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N 7 el Ty ' _»|  Blood circulation, Jungs, trachea, pharynx,
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WHO / Strongyloides ff’f — . )
stercoralis threadworm in f,,f \ gastro-intestinal tract
stool, analyze by ) — ] ) : |
microscope. N ™ - '
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Global map of prevalence of S. stercoralis, estimated with the ecological niche model
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REMINDER ON THE STRONGYLOIDES STERCORALIS INFECTION

Anguillulosis in immunocompetent patients : Acute anguillulosis may evolve toward
chronic anguillulosis if not treated

: 20-50% of cases are asymptomatic;

. Dissemination phase: 4 to 6 days;

- Clinical signs depend on severity and degree of infestation;
- Rash at point of penetration (fleeting), transient allergic reaction;
- Diarrhea associated with cutaneous manifestations (larva currens)
: Blood hypereosinophilia : not systematically found (in 75% of the

chronic cases)

I agence dela
biomédecine
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REMINDER ON THE STRONGYLOIDES STERCORALIS INFECTION

Chronic anguillulosis in the immunocompromised patients: 2 forms associated with
corticoids treatment, immunological disorder (notably HTLV infection) or immunosuppression

» Hyperinfectious anguillulosis :

Immune reconstitution syndrome (IRS)
Exacerbation of intestinal syndrome, absence of dissemination to other organs

» Disseminated anguillulosis : multivisceral syndrome that may evolve to maligne
anguillulosis

Multivisceral larval dissemination
Digestive involvement (intestinal malabsorption, pseudo-occlusive syndrome),

Pulmonary involvement (cough, dyspnea, wheezing and/or hemotypsis, pulmonary
infiltrate, ARDS),

Cardiac involvement possible
Secondary infection due digestive bacteria transported by larvae that migrate to tissue

level I agencedela
l biomédecine

Death 60 to 80 % if not treated
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REMINDER ON THE STRONGYLOIDES STERCORALIS INFECTION
Diagnosis

*History of living or travelling in endemic area

Clinical: diarrhea associated with cutaneous manifestations (larva currens)
*Biology : hypereosinophilia (that may fluctuating in the chronic phase)
*Parasitology : direct diagnosis, stool examination = Coproculture

*Indirect diagnosis : serodiagnosis = ELISA, immunofluorescence

Treatment

«Common and hyperinfectious anguillulosis : Ivermectin: 2 courses at 3-week intervals
depending on efficacy

*Disseminated anguillulosis : usually combines antiparasitic (lvermectin+/-albendazole) and
antibiotic therapy

I agence dela
biomédecine
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REMINDER ON THE STRONGYLOIDES STERCORALIS INFECTION
Infection reported to organ recipients

»Origins of the infection to the recipient: donor-derived or reactivation of an unknown infection
or de novo

»Frequency of post-transplant occurrence by organ: kidney > liver > heart > pancreas > lung /
intestinal transplant

»Mortality> 50% due to increased risk of serious infection

»Mortality appears to be higher when infection occurs early after transplantation (within
3 months) than when it occurs later (in endemic areas)

»Reactivation and donor-derived infection generally occur during the first three to four months
post-transplant, when immunosuppression is the most intense

I agence dela
biomédecine
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DESCRIPTION OF THE BIOVIGILANCE NOTIFICATION

21/09/21
19/10/21
26/10/21
12/12/21
21/01/22 :

. Graft of the right lung

: Good outcome, return home

. Cellular rejection treated with corticoids
: VRS pneumopathy

Hospitalization for abdominal pain, vomiting, coughing and hemoptoic sputum

Additional examens: oBronchial fibroscopy: no visible bleeding

oChest CT scan: ground glass on the right and pleural effusion
oNFS: hypereosinophilia 1100 /mm3

29/01/22: Deterioration of clinical condition leading to transfer to intensive care unit

BAL: haemorrhagic fluid containing numerous nematodes, suggesting pulmonary
anguillulosis

31/01/22: Death of the lung recipient

19/04/22 :

biovigilance notification

I agence dela
biomédecine
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DESCRIPTION OF THE BIOVIGILANCE NOTIFICATION

Donor history

Travel to Réunion island in 2020

Recipient of the liver

4 months after the graft the recipient presented an acute respiratory failure and septic shock due to
a disseminated anguillulosis leading to death

Recipients of the heart and recipient of the left kidney

Both treated with lvermectin 4 months after the graft when the deaths of the liver and lung
recipients were known.

Heart recipient : no sign of anguillulosis,
Left kidney recipient: increase of eosinophils just before Ivermectin treatment

Recipient of the right kidney

agence dela
biomédecine

Detransplantation just after the graft for another reason I:l
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SEROLOGICAL RESULTS REGARDING THE STRONGYLOIDES STERCORALIS
| serologicalstatusofthedonor

Positive Negative Not Know

Tests performed on
pre-transplant
samples

Pre-graft serological status of the recipients

Right Lung
Liver

Right Kidney
Heart

Left Kidney

Pre-graft serological status of the recipients ‘

Right Lung
Liver

Right Kidney
Heart

Left Kidney

Imputability to the graft was proved

I agence dela
biomédecine
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FRENCH SYSTEM ORGANIZATION
SURVEILLANCE French High Council of Public Health (HcPh)

Competent authorities for
Soho and Epidemiological
National referent center
of the disease concerned /
L H H Virologists or
Multidisciplinary
Mational operators
igheana expert group for SoHo
Clinicians from Soho

securing teams

__________________ (procurement/graft)
of professionals,

Patients
representatives
experts,
patients_.. Opinion to the French
Health Ministry

Members of HCPH
commission in charge of
infectious diseases

surveillance
French Public

Health

Agency .

Professionals comptent
in ethic and economic
domains

- m
o

Possible auditions

ABM
(Biovigilance)

A 4

[ Recommandations disseminate to professionals in charge of donors ]
selection and their biological qualification

agence dela
biomédecine
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PROPOSED MEASURES

No transmission has been reported from SoHo collected from living donors (organs, tissues, cells and blood)

For deceased donors:

» it is now mandatory to test all the donors, not only the ones who are coming, living or travelling from an endemic area.
» result of the serological test could be sent to clinical team in charge of the recipient within 10 days post graft;

» Itis not mandatory to have them before the transplant

Rational:

» due to regular and frequent international travelling of the population, it may be difficult to trace historical data from deceased donors
regarding this risk

» serological test is easy to performed, good sensitivity, reasonable price
» treatment is well tolerated with reasonable price

Results:
Positive (donor): the recipient is treated (after the graft) : Ivermectine : 200mg/kg at J1 and J4
. if the recipient is positive to HTLV 1: the duration of the treatment is increased

. if the recipient is coming from Africa (central or west) the search of a loasis with microfilaremia (sup to 2000/ml)
is needed and if positive, the recipient is treated with Albendazole (400mg/kg during 3 consecutive days) (avoid encephalopathy linked to
the intensity of filarial infection and massive release of parasitic antigens)

» Afollow-up serology test should be carried out 1 month after the second course of treatment to verify the absence of infection.

dagencedela
Negative (donor): nothing to do l:l biomédecine
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PROPOSED MEASURES

For all living organ donors :

» it is now mandatory to do a serological tests to all the donors, not only the ones who are coming,
living or travelling from an endemic area.

» Positive result (donor): the donor is treated before donation : Ivermectine : 200mg/kg at J1 and J4
. if the donor is coming from Africa (central or west) the search a loasis with
microfilaremia (sup to 2000/ml) is needed : the donor is treated with

Albendazole (400mg/kg during 3 consecutive days) (avoid encephalopathy linked to the intensity of
filarial infection and massive release of parasitic antigens)

» A follow-up serology test should be carried out 1 month after the second course of treatment to
verify the absence of infection.

For all potential organ recipient :

> Before the graft, it is now mandatory to do a serological tests to all the potential recipient of an
organ graft, not only the ones who are coming, living or travelling from an endemic area.

» Positive result: the patient is treated before the graft or re-treated if the donor is also positive

I agence dela
biomédecine
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Donor-derived
strongyloidiasis after organ
transplantation in Norway

o o @ OSLO UNIVERSITY HOSPITAL
®




ECDC NORMAL

Received: ¥ July 2018 | Revisad: 28 August 2018 | Accepted: 2 October 2018

D ° SHORT COMMUNICATION WILEY
onor:

Donor-derived strongyloidiasis after organ transplantation in
Norway

1,2

Espen Nordheim | Monica Olafsson Storrg’ | Ane Kristine Natvik?® |

Grete Birkeland Kro* | Karsten Midtvedt! | Anna Varberg Reisaeter!

Morten Hagness1 | Barre Fevang5'6 | Frank O. Pettersen’

* Young, previously healthy.

Transpl Infect Dis. 201%;21:13008.

e Born in Thailand

* Living in west coast Norway for years, without any symptoms of
Strongyloides infection.

* Pronounced dead ( DBD) sept 2015

* Organs utilized: Kidney, simultaneous kidney and pancreas (SPK) and
heart.

e OSLO UNIVERSITY HOSPITAL &\
°
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Recipient 1 54 Years old caucasian male
Kidney Tx 2015 CMV +/-

Induction: Basiliximab, methylprednisolon. Maintenance: Tx, MMF, Prednisone. Postop: No
rejections or infections. S-Creatinin 100 umol/L

Day 65: Readmission: Nausea, vomiting, diarrhea. Coloscopy: Inflammation CMV Colitis suspected.
(antiviral treatment)

Septicemia, headache, no eosinophilia. Poynuclear cells in CBS.

Day 84: Gastric retention, larvae of Strongyloides in gastro-jeunal aspirate.
No travel history.

lvermectin 200 pg/kg/day, subsequently albendazole. Immunosuppression altered from tac to CyA

No sequela and well-preserved graft function.

e OSLO UNIVERSITY HOSPITAL ‘ f\\
o
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ReCi pient 2 36 year old old caucasian male

SPK 2015 CMV+/+

Induction ATG, Metylprednisolone. Maintainance: tac, MMF and prenisone.

No complications, excellent graftunction

Day 90: hospitalized with septicemia. CMV reactivation. Gastric retention and eosinophilia.
- Donor-duodenal biopsies revealed Strongyloides larvae

- Pre donation serum analysis donor showed Strongyloides IgG

Day 102: Albendazole 400 mg x2, ivermectin 200pg/kg. Immunosuppresion from tac to CyA
From day 112: Life — threatening Gl —bleeding. 4 endoscopic procedures.

Day 116: Surgical resection of the duodenal segment.

Albendazole discontinued after 3 weeks, lvermectin continued daily for 5 weeks, then once a
month for 6 months.

Persisting 1gG1/1gG4 positive. PCR in stool negative(2016/19/20/21/23)
PCR neg biopsies duodenum.

Good graftfunction. Never really recovered after infection/ transplant/reoperations

e OSLO UNIVERSITY HOSPITAL \‘\
°

Era IV: 2012-
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Recipient 3 50 Years old caucasian female

Heart transplant 2015
No eosinophilia, no severe infections

After donor testing: negative Strongyloides IgG
3 days of ivermectin 200 ug/kg

Remains asymptomatic

» @ OSLO UNIVERSITY HOSPITAL ‘ C\
o
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Oslo policy :

All donors serologically tested: Asymptomatic Patients:

.
HeEEeRE - Stool Strongyloides PCR

Negative, unless from endemic area
Slightly positive Positive

— - Serological testing

- After testing:

lvermectin 200ug/kg/day for 3 days,
repeat after 2 weeks.

Symptomatic Patients: Individualized treatment.

® g e OSLO UNIVERSITY HOSPITAL ‘ P
°
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Results: ca 800 donors tested
Treated patients:
R N == O == I

o o @ OSLO UNIVERSITY HOSPITAL

D186/15

ge:

Hear, Kidney, SPK

Thailand,

Lved in norway for years

Recipients treated

Disease in SPK, and kidney
recipient

_ D226/17 Liver, Kidney Norwegian male 70 Recpients treated
_ D93/19 Lungs, liver, kidney x2 Norwegian female 18 Recpients treated
_ D207/19 Liver, kidneys x 2 Vietnamese male 62 Recpients treated
_ D20/21 Lungs, liver, kidneys x2 Norwegian female 66 Recpients treated
_ D129/21 Liver, kidneys x2 Polish male 53 Recpients treated
_ D141/21 Liver, kidney x2 Grey-zone, Vietnam Recpients treated
_ D210/21 Liver, kidneysx2 Etnic Norwegian 74 Recpients treated
_ D240/21 Kidneys x 2 Grey-zone, Bulgaria Recpients treated
D57/22 Liver, kidneys, Norwegian Recpients treated
_ Heart thomograft
_ D114/22 Llver Norwegian female 61 Recpients treated
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Patients not treated

vear o Joganer | Nationality test | treatment |

D70/23 Norwegian Grey-zone Not treated
D80/23 Unknown origin, Grey-zone Not treated
D213/23 Liver, kidneys x2 Norwegian 75, Grey-zone Not treated
D201/23 Liver, kidneys x2 Norwegian male 52, Grey-zone Not treated
D42/24 Liver Norwegian male 69, Grey-zone Not treated
D72/24 Kidneysx 2 Norwegian male 43, Grey-zone Not treated
D98/24 Hear, lungs, kidneys x2 Polish male 42, Grey-zone Not treated

o o @ OSLO UNIVERSITY HOSPITAL ‘ G
®
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Thank youl!

o o ® OSLO UNIVERSITY HOSPITAL ‘ G
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Session overview @:c

Serious adverse reactions - reporting and sharing of experience

1. EpiPulse and the role for the SoHO-Net Organs group — Agoritsa Baka
and Stefania De Angelis, ECDC

2. Breakout session: What events are of interest to share in EpiPulse for the
SoHO-Net Organs group

3. Discussion and reporting back from group discussions



European Centre for Disease Prevention and Control

EpiPulse Event-Based Surveillance

Substances of human origin (SoHO)

Agoritsa Baka and Stefania De Angelis, ECDC
19 June 2024
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1. EpiPulse platform, its purpose and functionalities
2. Roles and responsibilities

3. Sensitive information

4. The platform

5. Next steps




The EpiPulse platform igeO(Sc

e
What is EpiPulse? The European surveillance portal for infectious diseases

« Online portal for EU/EEA public health authorities, public health stakeholders and international partners
o forum for information exchange and collaboration between countries
O up-to-date-overview on potential cross-border threats to health

 Collect, analyse, share, and discuss data for threat detection, monitoring, risk assessment and outbreak response.

@2&: EpiPulse

EUROPEAM CENTRE FOR
DISEASE PREVENTION
AND CONTROL

o Case-based data | Event-based data
Integrates indicator-based and event-based
Notify: Individual cases or Notify: Outbreaks, clusters

surveillance, including molecular typing. isolates

Aim: Risk Assessment
Identification, assessment & communication of the risk JE——




The regulation

ELROFEAN CENTRE FOR

Regulation (EU) 2022/2371 of the European Parliament and of the Council of 23 November 2022 on serious cross-
border threats to health (SCBTH) and repealing Decision No 1082/2013/EU

Complies with the General Data Protection Regulation (GDPR)

EUROPEAMN CENTRE FOR
DISEASE PREVENTION
AND CONTROL

@géc EpiPulse

Case-based data

Notify: Individual cases or
isolates

Event-based data

Notify: Outbreaks, clusters

Aim: Risk Assessment

Identification, assessment & communication of the risk

Epidemiologic surveillance is the systematic
collection, analysis and interpretation of data on
communicable diseases to inform action

EU Dec 2018/945 ~60 diseases

Events, Forum and News sections launched in 2021



EpiPulse for the SOHO-Net

Receive information reported by ECDC and by
other ECDC networks

Up-to-date-overview on potential cross-border
threats to health relevant for the
SoHO networks

Surveillance data on infectious diseases relevant
to the SoHO networks

Information to be shared by the SOHO-Net in
EpiPulse

= Events related to donor-derived communicable
disease transmission through SoHO

= Events related to a communicable disease
relevant to SoHO safety

. Sharing of experience and good practice related
to SoHO donor selection

(70 be discussed further with each SoHO-Net group)
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Access to EpiPulse 6c0C

* Public health stakeholders

o EU/EEA countries
o EU candidate and potential candidate countries
o European Neighbourhood Policy countries

0 selected countries outside the EU/EEA that have agreed cooperation frameworks with ECDC [for specific domains]

« European Commission (DG-SANTE, DG-ECHO, DG HERA)
« Early warning and response system (EWRS) users
« EU Agencies (EFSA, EMA, EEA, ECHA, EU-OSHA)

+  WHO-Regional Office for Europe




ECDC infectious disease networks

Each ECDC network has a domain in EpiPulse

» As ECDC National Focal Points for SoHO, you have
access to the SoHO domain

» Different sub-networks in the SoHO domain:

Blood

Tissues and cells

Human organs

Medically assisted reproduction

ol el olNo)

Other users can be invited to specific events (when
applicable):

WHO Euro
DG SANTE

You will receive only notifications related to events

relevant to SoHO and your sub-network(s).

O upon creation of an event

o Only if you want, for new comments and other
updates

3- digit Shortname Domain
1 ARH ARHAI Antimicrobial resistance and healthcare-associated infections
2 EIP El Epidemic Intelligence
3 EVD EVD Emerging and vector borne diseases
4 | FWD FWD Food- and waterborne diseases and zoonoses
5 HEP HEP Viral hepatitis
6 | HIV HIV HIV/AIDS
7 IRV IRV Influenza and other respiratory viruses
8 LEG LEGI Legionellosis
PRE PREP Preparedness
ﬁo SHO SoHO Substances of Human Origin
11 SRV SRV General Surveillance
12  STI STI Sexually transmitted infections
13 TUB B Tuberculosis
14 VPD VPD Vaccine-preventable Diseases
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EpiPulse items

There are different Item types to facilitate different activities within the platform:

Signals

Events - Event-based surveillance

Threats

[events under] Long-term monitoring

Forum

News




Event

» case(s)/cluster(s)/outbreak(s)/epidemiological situation(s)/incident(s)/public health risk situation(s)
» detected in/reported by one or several countries

« that according to your assessment pose (or may pose) a public health risk for the EU/EEA

Examples:

a case of yellow fever imported from a country where the virus is not known to circulate

« an autochthonous case of a disease in the EU/EEA, where it has not been detected previously
» detection of a novel virus/disease

« first human case for the season of locally acquired West Nile Virus in the EU/EEA

« a human case of avian influenza infection

« an increase in the number of imported malaria cases in one EU/EEA country

« an increase of hepatitis E cases in one EU/EEA country



Role of ECDC assessment and Round Table

v
New EpiPulse ECDC ECDC ROl_Jnd Table
Event assessment review
* Review Event post and » Review Event and classification .
responses from other countries e.g. Event > Threat .

SCBTH criteria
. . » Open to relevant stakeholders
* Situation Awareness
Summary e.g. WHO EURO, EFSA

 Follow-up with countries

- restricted version
- public version

* Access to daily/weekly restricted CDTR is limited to nominated Epidemic Intelligence and Preparedness domains

CENTRE FOk

—  Follow-up actions

Follow-up with countries

Situation Awareness Summary
included in CDTR

- Dally restricted
- Weekly restricted

- Weekly public ECDC website

]» EpiPulse



https://epipulse.ecdc.europa.eu/ebs/#/item/outputs/overview
https://www.ecdc.europa.eu/en/publications-and-data/monitoring/weekly-threats-reports

What information can be shared further ieo‘éc

ELROFEAN CENTRE FOR
SEASE FREVERTION

v Only personal account to access EpiPulse — no generic email

v Info cannot be shared further, unless ECDC agrees following request

Terms of Service - Purpose and legal basis of EpiPulse

The purpose of EpiPulse is to support infectious disease surveillance, early threat detection and risk assessment in the European Union/European Economic Area
(EU/EEA). The web-based platform is designed for collecting, retrieving, exploring, exchanging and discussing data and information on cases of infectious diseases,
pathogens and signals and events posing potential threats to public health in Europe and beyond. EpiPulse brings together nominated national experts from EU/EEA
and non-EU/EEA countries, ECDC staff and representatives of other European authorities and international organisations.

The legal basis for this activity is Regulation (EC) No 851/2004 (ECDC’s Founding Regulation), in particular articles 3, 4, 8, 10 and 11, and Decision 1082/2013/EU on
serious cross-border threats to health.

Confidentiality
As a User, | hereby declare that:
1. I will use EpiPulse only for the purposes and within the legal framework described in art. 1 above.

Please treat the data in the platform as sensitive non-classified unless specifically indicated as public .



The platform

Help #Q

Homepage, instructional videos, help and support docs P ——

Getting started with EpiPulse - Supporting document

(t-2]

Videos to get started

< G M %) hitps;/epipulse.ecdc.europa.eu A 4?- o m = %

@ . — [J Generic functionalities
EC‘(SC EplPulse = Report Manage Explore Collaborate _

Welcome to EpiPulse - the European surveillance portal for infectious diseases! [ Events, Forums & News

Through this portal you can report and share information on cases or events of infectious diseases/pathogens, explore European data or exchange information with other nominated users.

Note: EPIS ELDSNet continues to work as usual, migration will occur on a later stage. The function and use of EWRS remain unaffected. Molecular typing

TESSy can also be accessed through the EpiPulse menu. To report cases or molecular typing data go to 'Report'— ‘Cases’ or ‘Sequence data’. The existing TESSy URL and functionalities have not changed.

Should you have any further questions or suggestions for improvement, please send them to epipulse@ecdc.europa.eu.

=

|
ECDC Supporting document for external us
How to use EpiPulse Evel Forums and News

e

EpiPylse
Notifications

EpiPujlse
Walk-through

EpiPylse
Advanced search

EPiPulse
Create a comme|

EpiPulse EpiPulse

Create an item

Get Started

Getting started with EpiPulse for external users
13 October 2023

Tutorial Tutorid Tutorié
Ver.1.1
Get Started Create an Item Create a Comment Advanced Search Walkthrough Feature Notification Management frr—
ntents

Aim and scope of this guide. 1

Wha can access EpiPulse and how 3<cess is granted?..... i i

Logging in o EpiPule._. ... .3

How to navigate EgiPulse 3

Posting on EpiPulse a

How 10 POt 0n £ piPulEe? ... %

Wi £an s8¢ posts o EpiPulie? 5

Daily o Threat Reparts [

Conzact Epifulce ]

[ Pulse s the European surveillance portal for m:num The partal faciitates collection, anatysis,

of w And Event-i Ww a0 infictous disanies, induding global

mm of ELYEEA

MImmmmmbm m!dullndmdollmm

by enhancing early threst detaction and asscsament. EpiPulss enables better preparedness and mansgement

of treats from infectious dseases at the EL and global leved, through real-time monftoring of cutbreak signats.

and events. Reporting in Epifullse is voluntary for the member states focal points.
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Main menu

"ecoC EpiPulse =

Report Manage
Cases Edit case/Case
Events, Forum validation

& News Atlas »

Sequence Data
Determinant
Data
Surveillance
system
descriptors

Explore

Public Atlas

Surveillance Dashboards/Reports »
Events, Forum & News

L JOW OUd( (Udld

Signal detection tool
Molecular typing tool
Documents Overview

Collaborate

CCB contacts
Domain Contacts »

Extranets

Events list

[ 2024EP-

Participating &
domain =

TALD, ARHAI, Event
00027 HIV, FWD, EVD,
SoHO, HEP, VPD,
TB, IRV, 8TI,
LEGI, EI, PREP
O  2024-EVD- SoHO, El, EVD Event
00019 (new)
[0  2024-EVD- El, SoHO, EVD News
00018
0 2024-ElP- SoHO, EVD, El, Event
00026 PREP

Mass gathering
monitoring - Haijj
- Kingdom of
Saudi Arabia -
2024

Increasing risk
for
autochthonous
dengue
transmission in
the EU

Seasonal
surveillance on
West Nile virus
infections starts
in week 23

Increase in
cases of
confirmed DENV
infection with
exposure in

Created by ¥ | Pathogens Diseases

ECDC/Public Not applicable Not applicable
Health

ECDC/Public Dengue virus Dengue
Health

ECDC/Public West Nile virus, West Nile virus
Health not specified infection
Italy/Public Dengue virus Dengue
Health

Modified time

2024-06-14
14:01

2024-06-10
1538

2024-06-07
14:00

2024-06-07
13:57
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Event details

ELROFEAN CENTRE FOR
DISEASE FREVERTION
AMD CONTROL

tem details E=rrn

ID- 2024-PRE- Type: Event Title: Increases in parvovirus infections
00001

Key information

Document workspace (contains 1 files in 1 spaces)

Comments Links Outputs Visualisations ECDC

Summary (posted) (Modified time: 2024-06-06 11:19) B | Show differences
_ & (posted) @ (posted)

Executive + An increase in the number of parvovirus B19 infections has been « An increase in the number of parvovirus B19 infections has been
Summary recently reported by Denmark, Ireland, Lithuania, the Netherlands, recently reported by Denmark, Ireland, the Netherlands, Norway and
Norway, Latvia, Czechia and France. France.
+ Although a detailed epidemiological analysis is lacking due to the « Although a detailed epidemiological analysis is lacking due to the
Al mmmna + haima simdae miemiralllamaa T e m st mmrmteiaa e Adada Almmmma A + lmiim

BT -1 1 I A T R I Lo | P
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Notifications

EpiPulse: 2024-EIP-00019-Item created by ECDC -EWRS - Parvovirus B19 infections

noreply@ecdc.europa.eu
To Stefania De Angelis

[Notice]: This is an external email. Be cautious when clicking links or opening attachments. When in doubt, contact Front Office.

Dear Stefania De Angelis,

The following update or item creation has taken place in EpiPulse:

e 2024-EIP-00019 - EWRS - Parvovirus B19 infections (Threat) - (created by El, ECDC, Public Health), tem created

To modify your notifications preferences, please visit the My profile: General page.

Kind regards,
ECDC's EpiPulse Team

EpiPulse contact email: epipulse@ecdc.europa.eu
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Next steps

eCOC

ELROVEAS CENTRE FON
AMD CONTROL

September
« EpiPulse hands on training and workshop, more information will follow.
* You will be able to communicate and report events in EpiPulse after the hands-on training.




Thank youl!
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EpiPulse for the SOHO-Net

Receive information reported by ECDC and by
other ECDC networks

Up-to-date-overview on potential cross-border
threats to health relevant for SoHO

Surveillance data on infectious diseases relevant
to SoHO

ECDC NORMAL

Information to be shared by the SOHO-Net in
EpiPulse

Events related to donor-derived communicable
disease transmission through SoHO

Events related to communicable disease
relevant to SoHO safety

Sharing of experience and good practice related
to SoHO donor selection.
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Breakout session: what events are of interest to share in EpiPulse for the @
SoHO-Net Organs group ecocC

You will be divided into 5 groups with one facilitator per group to guide you. Each group you will:

1. Discuss which event that you find would be relevant to share in EpiPulse related to
I. donor-derived communicable disease transmission through SoHO
II. communicable disease relevant to SoHO safety

2. Discuss what kind of experience and good practice related to SoHO donor selection that you
find would be relevant to share in EpiPulse.

Try to be as specific as possible, you are welcome to give examples.
Summarize your discussion and conclusions in bullet points and nominate one or two persons who
will present the summary of the discussions, orally or with slides.

Each group will have 5 minutes for their presentation, followed by a common discussion. The
proposed topics will be discussed again at the EpiPulse hands-on training for network members in
September.
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Emerging diseases
19 June
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Session overview @:c

Emerging diseases — overview and trends

1. Emerging vector-borne diseases in EU/EEA — Overview and trends
and avalilable surveillance tools — Celine Gossner, ECDC

2. Questions and answers — All

3. Proposal for a repository for guidance on emerging diseases and
organ transplantation — Francois-Xavier Lamy, ECDC

4. Discussion — All



European Centre for Disease Prevention and Control

Vector-borne diseases in EU/ZEEA — Overview, trends and
avallable survelllance tools

Céline Gossner, Principal Expert Emerging and Vector-Borne Diseases / Group Leader Emerging, Food and Vector
-Borne Diseases, Celine.Gossner@ecdc.europa.eu

SoHO-Net Organs meeting, 18-19 June 2024
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e

Data sources, not exhaustive

EVD-network
National public health institutes in

EU/EEA countries and pre-
accession countries

TESSy/
Disease case DiPulse
data
(Weekly to
annual data

collection) and
outbreak data

Media and other public

health organisations
(e.g. WHO)

EVD-LabNet
65 laboratories in EU/EEA

and neighbouring
countries

Early warning
and specific data
collections on
viruses and viral
diseases

VectorNet

Entomologists in EU/EEA and
neighbouring countries

Vector
distribution (i.e.
ticks, mosquitoes
and sandflies)

Other competent
authorities in EU/EEA

ECDC

countries e.g. veterinary
authorities, blood safety

authorities
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Dengue

« Transmitted among humans by Aedes
aeqgypti (yellow fever mosquito) and Aedes
albopictus (Asian tiger mosquito)

« Y4 people infected with dengue virus will get
sick

* On average 2,300 cases per year In
Europe; >99 % are imported

 While autochthonous outbreaks are
occurring within continental Europe, the
disease 1s NOT considered endemic.
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Overview of the dengue situation in the EU

Number of locally-acquired dengue cases and outbreaks in the

» European Union, 2010-2023 (n=275) . Number of locally-acquired cases of dengue per region, 2010-2023
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Spread of Aedes albopictus &

Aedes albopictus
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Imported cases of dengue reported in the EU/EEA,

2015-2023*
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*preliminary data for 2023 .




| P'IaCe of infection of imported cases of the dengue to the
EU/EEA, 2022

EU overseas countries/territories
and outermost region reporting
cases and not visible in the main
map extent

l:| Guadeloupe
|:| La Réunion
[ | Martinique

I:l Mayotte

Number of cases reported

| INocasesrepoted [ |1-10 [ Jit2s [ 2650 [ s1-100 [ >100

Administrative boundaries: © EuroGeographics ©UN-FAQ. The boundaries and names shown on this map do not imply official endorsement or acceptance by the European Union. Map produced by ECDC on 05 June 2024.
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Place of infection of imported cases of the dengue to the
EU/EEA, 2018-2022

EU overseas countries/territories
and outermost region reporting
cases and not visible in the main
map extent

|:] Guadeloupe
- La Réunion
|:| Martinique

|:| Mayotte

Number of cases reported

| |Nocasesreported |  |1-25 [ J26-100 [ J1o1-2s0 [ ]2s1-500 [ soi-1000 [ >1o00

Administrative boundaries: © EuroGeographics ©UN-FAO. The boundaries and names shown on this map do not imply official endorsement or acceptance by the European Union. Map produced by ECDC on 05 June 2024.
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Notification rate of dengue, per 100 000 population, Feb-

Apr 2024 (as reported by countries)
3

eCOC
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EU overseas countries/territories

and outermost regions reporting

cases and not visible in the main
; map extent

B Martinique

Notification rate per 100 000 persons

Mo:rependid cames: 200100003 | 001089 B o https://www.ecdc.europa.eu/en/dengue-monthly




Risk of dengue importation into Europe, 2024

Flight passengers arriving to the EU/EEA from selected
dengue endemic countries*, 2015-2024 (As of March)
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West Nile virus infections

 Endemic to Europe

* Primarily transmitted by the mosquito
Culex pipiens (common house mosquito)

 Virus circulate in the bird population;
humans and equids are dead-end hosts

« 1/5 people infected with West Nile virus
will get sick

« On average, 460 cases per year in
Europe; 98% are locally-acquired
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Distribution of human West Nile virus infections
in NUTS 3 or GAUL 1 regions of the EU/EEA

and neighbouring countries

during 2013-2023, as of 4th January 2024
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,5; " efsam Culex pipiens group, August 2023
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Survelillance of West Nile virus infections Ee(x;: C

CISEASE FREVEMTION

Enhanced surveillance from June to November, with weekly reports and monthly
enhanced analysis

Weekly data collection
on human cases,
through TESSy

Weekly updates on ECDC website, with a

focus on distribution of human cases

Timely inform SoHO authorities
for implementation of Commission
Directive 2014/110/EU,
requesting that prospective blood
donors are deferred for 28 days after
leaving a risk area for locally
acquired WNV infection, unless the
result of an individual nucleic acid
test is negative.

https://www.ecdc.europa.eu/en/west-nile-fever/surveillance-and-disease-data/disease-data-ecdc



https://www.ecdc.europa.eu/en/west-nile-fever/surveillance-and-disease-data/disease-data-ecdc
https://www.ecdc.europa.eu/en/west-nile-fever/surveillance-and-disease-data/disease-data-ecdc
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:JOL_2014_366_R_0011
https://eur-lex.europa.eu/legal-content/EN/TXT/?uri=OJ:JOL_2014_366_R_0011

Survelllance of West Nile virus infections

Weekly data collection
on human cases,
through TESSy

Collection of animal
cases (equids and birds),
through ADIS

Monthly enhanced analysis on ECDC
website

Seasonal distribution

Human WNV infections WNV outbreaks in equids and birds Aggregated comparison

Figure 16.- Seasonal distribution of human west nile fever infections during the 2023 west nile fever transmission seascn and during the last 10

[
years.
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Figure 17.- Distribution of human west nile fever infections in NUTS3 or GAUL 1 regions of the EU/EEA and the EU neighbouring countries during
the 2023 west nile fever transmission season and during the last 10 years.

CISEASE FREVEMTION

Inform public health and
veterinary authorities and
provide a risk assessment of the
situation
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Situation in 2024, as of 12 June

D

Legend (as of 12 June 2024)
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Malaria

« Transmitted among humans by
Anopheles mosquito

* The vast majority of people infected will
develop symptoms

 On average, 5400 cases per year In
Europe; >99% are imported.

 While autochthonous outbreaks are
occurring within continental Europe, the
disease I1s NOT considered endemic.
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Travel-related cases of malaria reported in the
EU/EEA, 2015-2023
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*preliminary data for 2023



EU overseas countries/territories
and outermost region reporting
cases and not visible in the main
map extent

|:| Mayotte
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Locally-acquired cases of malaria ﬁe

* 65 cases reported from 2015 to 2023, primarily by Greece (n=33).

 Among these, 43% are due to Plasmodium vivax and 52% are due to ~
falciparum

« (Cases are classified as introduced, health-care associated, airport/luggage
malaria, laboratory acquired or cryptic.
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Actions against mosquito-borne diseases

Early detection of Research
Individual cases
protection
against mosquito
bites

Vector control Timely
measures surveillance

AWARENESS
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Useful links

Autochthonous vectorial transmission of dengue virus in mainland EU/EEA, 2010-present:
https://www.ecdc.europa.eu/en/all-topics-z/dengue/surveillance-and-disease-data/autochthonous-
transmission-dengue-virus-eueea

Dengue worldwide overview: https://www.ecdc.europa.eu/en/dengue-monthly

Dengue imported cases: https://www.ecdc.europa.eu/en/dengue/surveillance/dengue-virus-infections-
travellers

West Nile virus updates: https://www.ecdc.europa.eu/en/west-nile-fever/surveillance-and-disease-
data/disease-data-ecdc

Annual Epidemiological Reports (AERs): https://www.ecdc.europa.eu/en/publications-data/monitoring/all-
annual-epidemiological-reports

Mosquito surveillance maps: https://www.ecdc.europa.eu/en/disease-vectors/surveillance-and-disease-
data/mosquito-maps

Surveillance_prevention_and_control_of WNV_and_Usutu_virus_infections_in_the EU-
EEA: https://www.ecdc.europa.eu/sites/default/files/documents/Surveillance prevention and control of WNV

and Usutu virus infections in the EU-EEA.pdf



https://www.ecdc.europa.eu/en/all-topics-z/dengue/surveillance-and-disease-data/autochthonous-transmission-dengue-virus-eueea
https://www.ecdc.europa.eu/en/all-topics-z/dengue/surveillance-and-disease-data/autochthonous-transmission-dengue-virus-eueea
https://www.ecdc.europa.eu/en/dengue-monthly
https://www.ecdc.europa.eu/en/dengue/surveillance/dengue-virus-infections-travellers
https://www.ecdc.europa.eu/en/dengue/surveillance/dengue-virus-infections-travellers
https://www.ecdc.europa.eu/en/west-nile-fever/surveillance-and-disease-data/disease-data-ecdc
https://www.ecdc.europa.eu/en/west-nile-fever/surveillance-and-disease-data/disease-data-ecdc
https://www.ecdc.europa.eu/en/publications-data/monitoring/all-annual-epidemiological-reports
https://www.ecdc.europa.eu/en/publications-data/monitoring/all-annual-epidemiological-reports
https://www.ecdc.europa.eu/en/disease-vectors/surveillance-and-disease-data/mosquito-maps
https://www.ecdc.europa.eu/en/disease-vectors/surveillance-and-disease-data/mosquito-maps
https://www.ecdc.europa.eu/sites/default/files/documents/Surveillance_prevention_and_control_of_WNV_and_Usutu_virus_infections_in_the_EU-EEA.pdf
https://www.ecdc.europa.eu/sites/default/files/documents/Surveillance_prevention_and_control_of_WNV_and_Usutu_virus_infections_in_the_EU-EEA.pdf

A repository for guidance on emerging

diseases and organ transplantation: proposal
SoHO-Net Organs Group meeting — 19 June 2024
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Alm @c

ELROFEAN CENTRE FOR
DISEASE FREVERTION
AMD CONTROL

Within the repository of policy and practice resources:

Sharing of guidance documents published by Member States (MS) on
the prevention of transmission of emerging and vector borne diseases
(EVD) in organ transplantation

Rationale: Some affected MS are already addressing donor selection
Issues related to EVD while others are preparing for future cases in
their country. All countries could benefit from the sharing of practices.
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Methods and scope: for discussion

ECDC sends a call for published guidance Scope:. |
documents on EVD and organ transplantation * Published documents by national competent
(should include donor selection topics) authorities or scientific societies (in EU/EEA)

* On emerging and vector-borne diseases: WNV
MS provide links to published documents in infection, TBE, Dengue, Chikungunya, Zika...

scope of the call

* Includes (but not necessarily restricted to)
guidance related to organ donor selection

ECDC confirms the documents are in scope
(possible clarifications with MS) and updates
the repository

\

ECDC repeats
the call annually

A

MS provide
updates/new

documents as available
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Repository ecC

;@ Repository of Policy and Practice Resources

S&C European Centre for Disease Prevention and Control
Topic ifi i i
Topic introduction Classification to be discussed
Substances of Human Origin (SoHO) v

« A single group (“EVD”) as one
[cudanceoneve | guidance may cover several disease?
logans |

Origin

» Or disease related? “EVD guidance:

Country o Results (2 0) ‘ Sort by: Date of publication (newest) ‘ WNV"

scuing body y [Dengue ] | « Some guidance may cover several
Country: France H

Language Issuinr:bndy:ngence de la biomédecine SOHO (tlSSUES), these Can be

Language v onsusee e selected: a similar call will be

Date of publication: 19.09.2022

Date of publication discussed with other groups

(oo | [(ooee ) [ ) (oot | om0 )

e e e | [ —

Country: Estonia
[ 2037 ][ 2018 ][ 2019 ][ e ][ 2021 ] Issuing body: Ravimiamet

Language: Estonian
Date of publication: 06.06.2022

| *‘J
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Timelines @:c

 Initial call for guidance: September — October 2024

« Confirmation of documents and update of the repository:
November-December 2024

* Publication and annual call: January 2025+



Thank you
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Rapid risk assessments
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Session overview @c

ECDC Rapid Risk Assessment (RRA) and technical reports
1. BRAVEST Project status update — Devy Mey and Luciano Potena, ESOT

2. Presentation on ECDC rapid risk assessment (RRA) process and
updates — Orlando Cenciarelli, ECDC

3. Discussion on the content of RRA for Organs — All

4. Request for NPFs as expert reviewers on ECDC RRA — All

ELROFEAN CENTRE FOR
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EU4Health (2021-2027) — a vision for a healthier European Union

EU4Health is EU’s response to COVID-19 to:

* boost EU’s preparedness for major cross border health threats by creating
 strengthen health systems so that they can face epidemics as well as long-term challenges

« make medicines and medical devices available and affordable, advocate the prudent and
efficient use of antimicrobials as well as promote medical and pharmaceutical innovation and
greener manufacturing

BRAVEST

-«


https://ec.europa.eu/health/human-use_en
https://ec.europa.eu/health/md_sector/overview_en
https://ec.europa.eu/health/amr/antimicrobial-resistance_en

EU4Health Programme (EU4H)

Call for action grants under the Annual Work
Programme 2021

Action grants on substances of human origin (SoHO) -
increase resilience, ensure continuity of supply and
access to safe and high quality therapies, in particular in
times of crisis

This action aims to enable the medical/professional
organisations and Member State authorities in SoHO
subsectors to develop and exchange good practices
for professionals and authorities to optimise supply
and increase access to quality and safe use of critical
therapies based on substances of human origin
donated by fellow citizens.

BRAVEST

-



Bravest project

Building Resilience Against crisis: a systematic and global approach to
adVancE organ Safety and supply in Transplantation

MS and Organizations in the project /

9 Partners
7 Countries

ESOT




Aims

Analysing organizational and management procedures in organ donation and transplantation based
on real world evidence and cutting-edge analysis methodologies.

* Identify the most effective clinical practice and procedures during a crisis

* Propose sustainable innovative actions directed at improving the resilience of the donation and
transplant networks

« Ensure the continuity of supply of organs while maintaining the safety of donation and
transplant

* Increase the accessibility to transplantation for all patients with end-stage organ disease

BRAVEST

P



BRAVEST project: three steps approach

1) Collect evidences and perform multiparametric analysis of the efficiency in pandemic
management by the project partners

2) Development of specific recommendations in form of evidence-based guidelines
3) Analysis of the sustainability of the proposed measures

BRAVEST

P



Data analysis approach: study endpoints

Primary outcome measures

1. Change in rate per million inhabitants of deceased organ donors signalled and procured before, during and after
the pandemic period

2. Change in number and kind of organs allocated and successfully transplanted before, during and after the
pandemic period

3. Change in one year of patient and graft survival before, during, and after the pandemic period.
Secondary outcome measures, we will consider:

- Number of potential donors declined and the reason,

- Number of potential donors with a positive test for SARS-Cov2 and their outcome,

- Outcome of recipients receiving organs from SARS-Cov2 positive donors,

- Change in transplants from living donors (this outcome will be analysed only by aggregated data)

BRAVEST

P



Impact

Short term
» Improve the knowledge on the effect of COVID-19 pandemic on donor procurement and transplant activities

» Develop evidence-based guidelines to improve resilience of donation and transplant systems (war, local crisis,
migration, environmental etc.)

Long term

» Transferability of developed models to European Countries not included in the consortium, based on
sustainability and cost-effectiveness analysis

BRAVEST

P



Step 1 — collection of country
recommendations

Survey consisting of 36 questions and its subquestions (132 items), based on the
recommendations of the working group. We applied mixed method with opened and multiple
choice questions.

Information on restrictions on SOT, protective measures, (non)governmental information
policies, and individual opinion on how to deal with SOT during COVID-19 was designed.

Sections of the survey:

COVID-19 first outbreak in the country

First measures

Ongoing measures

Measures regarding organization of international organ exchanges
Measures regarding donors

Measures regarding recipients

oO0hkwWhE

BRAVEST WP3.2 Survey

Dear Collagues,

'We are asking your cooperation
Rezilience Again
supply in Transplantat

ta fill out the WP3.2 questionnaire of BRAVEST (Building
systematic and global 2pproach to 2dVancE organ Safety and

BRAVEST

-«



Descriptive analysis — Conclusions
COVID-19 first outbreak in the country

Were organ donation programs active during the first outbreak?

The donation programs during the first outbreak of COVID-19 experienced varying degrees of restrictions across different countries:
options: open, closed, moderate, severe

Open Availability: Croatia, Slovenia, France, Belgium

Reasons: These countries maintained open availability for organ donation programs during the COVID-19 pandemic, indicating a
proactive approach to ensuring continued access to transplantation services without significant restrictions.

Moderate Limitations: Italy, The Netherlands, Hungary, Germany

Reasons: These countries implemented moderate restrictions on organ donation programs, which included temporary
suspensions of specific programs (e.g., Living Transplantation program in Italy, lung donation program in Hungary), restrictions
due to resource constraints (e.g., lack of intensive care beds in The Netherlands), and enhanced donor evaluation
procedures (e.g., PCR testing, careful assessment of infection signs in Germany).

Severe Limitations: Spain

Reasons: Spain experienced severe limitations on organ donation programs during the most critical weeks of the first wave of the
pandemic. The collapse of the healthcare system and overwhelmed ICU capacity necessitated prioritization of resources,
leading to substantial decreases in donation activity. Organ donation was limited to optimal donors, and uncontrolled DCD
programs were closed. Additionally, donors who tested positive for COVID-19 or exhibited symptoms suspicious of
COVID-19 were rejected.

BRAVEST

<



Descriptive analysis — Conclusions
COVID-19 first outbreak in the country

Were transplantation programs active during the first outbreak?

The transplantation programs during the first outbreak of COVID-19 experienced varying degrees of restrictions across
different countries: options: open, closed, moderate, severe

Severe Limitations in Spain, Hungary

Reasons: Collapse of the healthcare system, overwhelmed ICU capacity, priority given to urgent cases and critically ill
individuals, substantial decrease in transplantation activity, live donor transplant programs were closed.

Moderate Restrictions in Italy, The Netherlands, Germany, France, Belgium

Reasons: Temporary suspension of living donor transplantation program, closure of some transplantation
programs, prioritization of resources, variations in transplantation decisions among centers based on individual risk-
benefit evaluations, suspension of specific types of transplants (e.g., renal transplantation in France temporarly

suspended).

Limited Restrictions/Open Programs in Slovenia

Reasons: Transplantation programs remained open and active without significant restrictions during the first outbreak,
indicating a proactive approach to maintaining transplantation services during the pandemic.

BRAVEST

P
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Q5. Adoption of 1st measure regarding
organ donation at national level

Q6. Adoption of 1st measure regarding
transplantation activity

Q7. Adoption of 1st measure regarding
transplant waiting list

Q9. 1st COVID-19 specific OD&T
recommendation or guideline issued

Q18.3. First wave’s peak of the COVID-
19 pandemic

Q25. Initiation of SARS-CoV-2 PCR
(NAT) screening of deceased donors

Q29. Initiation of the SARS-CoV-2
PCR/NAT screening of recipients

BRAVEST
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Next steps and challenges

Full completion of survey analysis for publication

Completion of GDPR implementation to comply with the different interpretations across countries
which currently represent a barrier to clinical data collection

» Development of project specific DPIA and DSA with partners

Collection of clinical data from data controllers and processor(s)

BRAVEST

P
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ECDC rapid risk assessment (RRA) process and updates

Orlando Cenciarelli, Emergency Preparedness and Response, ECDC
SoHO-Net meeting, Stockholm, 19 June 2024
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ECDC threat detection: the epidemic intelligence process

Documentation

o® .
: ® . ¢ 2 @ Y
.5
" Information

L & .' o ® Screening Filtering
&

Early Detection

Review of large
number of items

Selection of
relevant items

Use official sources to
validate information

Contextualize information
for assessment

Rapid sharing of information.
Reporting at Round Table.
Rapid Risk Assessment.
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Threat detection — sources and validation eCOC

DISEASE FREVERTION

Media monitoring

Indicator-based Event-based surveillance

surveillance

(including social media)

Restricted platforms:

TESSy * EpiPulse Events Epidemic Intelligence from
(EpiPulse cases) « EWRS Open Sources (EI0S)
Web scraping *  WHO Event Information site
» RASFF Social media platforms
Official public sources: Other web aggregators as
» National public health institute backup
websites

« WHO websites
« CDC websites

Global coverage

. In EU/EEA:

ECDC disease specific networks
Epidemic Intelligence activities

. Outside EU/EEA:

Public Health Institutes/Ministries of health where direct links (e.g. existing MoU, personal contacts)
Other CDCs — e.g. Africa CDC
World Health Organization (mainly WHO/Europe)

B -
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Outputs

Communicable disease Risk assessment outputs
threat reports

Epidemiological Threat Assessment Rapid Risk

Restricted and Public versions :
Updates Brief Assessment

Dally and weekly editions

- R ——

WEEKLY BULLETIN

Communicable Disease Threats Report Epidemiolugital update: SARS-Cov-2
Cuthreak of nowel comnavens
(OO 19 siuartisn i taky

Communicable Disease Threats Report

o ey 2634
Wonek 30, 1< 17 May 2024

Today's disease topics

This week's topics

L oot Comoe st Mare - 254 + sty sty
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What is an ECDC risk assessment? (@

Assessment in EU: relative quantification of the risk to human health of an event (potential

threat) represents in one or more EU/EEA countries or for EU/EEA citizens living in affected areas
outside of the EU.

» Support the EU/EEA countries public health authorities and the EC in their preparedness and
response to the threat by:

« Alerting about the event
* Providing timely information on the estimated risk related to the public health threat

« Addressing uncertainty by using a systematic appraisal of the best scientific evidence
available

« Determining whether a response is needed
* Providing [non-binding] recommendations for mitigating the risks

* Inform health professionals and the public at large (e.g. clinicians, media, travellers...)
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Triggering criteria for ECDC rapid risk assessments

* Qutbreak extending to more than one EU/EEA country

« Risk of introduction to and/or propagation within the EU/EEA
« Event for which cross border contact tracing is needed

« Unusual or unexpected event

* Outbreak of unknown origin

 Emerging disease(s) affecting touristic areas

« Contaminated food product(s) with EU dimension

« Event triggering high media attention

ELROFEAN CENTRE FOR
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ECDC process for conducting a RRA

Decision to
develop an
RRA

Multidisciplinary
internal
response team

ECDC NORMAL

Notification to ECDC external
stakeholders

- Advisory Forum members

- National Coordinators
(Coordinating Competent Independent
Body) external rapid

- NFP for Preparedness and review

Response; for Threat
Detection, EWRS and IHR; for
specific area/disease

- European Commission

Ensuring traceability and transparency:

- Rapid risk assessments are registered and followed in the ECDC
Scientific Advice Repository and Management System.

- Declarations of interest are collected and assessed for all external
reviewers prior to review and publication.

- Actions taken (or not taken) on external reviewers’ and AF
comments and edits are stored.

Internal procedure for Response operations: Internal procedure 98 — SRS — Risk assessment workflow, first revision October 2018

External distribution under
embargo:

- Advisory Forum members ECDC

- National Coordinators
(Coordinating Competent Body) EC E&SFEZ on

- NFP for Preparedness and
Response; for Threat Detection,
EWRS and IHR; for specific
area/disease

- European Commission

Publication

MS can post on
national
websites
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ECDC operational tool on rapid risk assessment methodology

Aim

« Support for consistency, reproducibility and transparency
using a systematic approach

oo e * Provide an analytical framework

« Helps to manage time constraints limited evidence
available expert opinions

Ongoing, 2024

Operational tool on rapid risk

et methodology «  Review and update of methodology. Maintain the basis, with further
improvement of the existing algorithm.

ECDC’s amended mandate, Article 8a:

- “Risk assessments...shall include general and targeted (non-binding)
science-based recommendations and options for response as a basis
for coordination in the HSC".

https://www.ecdc.europa.eu/sites/default/files/documents/operational-tool-rapid-risk-assessment-methodolgy-ecdc-2019.pdf ‘
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https://www.ecdc.europa.eu/sites/default/files/documents/operational-tool-rapid-risk-assessment-methodolgy-ecdc-2019.pdf
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Assessing the risk /2

Probability None

Impact

Very low None
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Key steps for the development of a RRA

Signal verification and event information systematically collected
RRA decision: at the ECDC RT meeting

Internal Response Team: formulate the risk question(s) and develop text

Conduct a rapid but structured literature review

Appraise the evidence and acknowledge confidence, unknowns & limitations

Estimate and assess the risk using the operational algorithms

Integrate uncertainties and limitations

Provide recommendations for member state public health authorities

© © NSO Ok~ 0D PRE

Prepare RRA communication material

10.Re-assess new information and decide on need to update RRA
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ECDC Rapid Risk Assessment - structure

Title
Summary

RAPID FJ"-'I" AE‘?ESME‘I’\IT

Outbreak of Shigella sonnelin the EUJEEA, thl
United Kingdom, and the United States
travellers returning from Cabo Verde

Epidemiological situation (brief description of the current event)

Risk question(s)
Risk assessment for the EU/EEA
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. S edc ECDC recommendations for mitigating the assessed risks
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Increase of pertussis cases in the EU/EEA

8 May 2024 Refe re n Ces
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Summary Technical Annex (can include event background and/or disease

Epidemiological situatiol

s e e ackground and other in-depth information related to the RRA)

After a few vears of limited aroulation in the EUVEEA, particularty during the COVID-19 pandemic, more

‘decreased contribution of natursl boosting n the overal pepulation during the COVID-L9 panderic period.
Risk assessment

The risk froem pertussis was assessed for four fferent population groups as a product of the probaility of
infection and its impact. The averall risk is assessed as high for unimmunised or partially immunised infants
<6 months of age, as they represent the group with the highest morbidity and mortality from pertussis.
Infants >6 months and children up to 15 years of age have 2 moderate risk if they are unimmunised
‘or partially immunised and have a low risk if they are fully ding to national

‘schedul

a r
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asthma, chronic obstructive pulmanary disease (COPO) or
from pertussis, having a mmwaﬂmmmmm{ mmmd
‘experiencing severe iiness than indviduals in the younger age/group).
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) European Centre for Disease Prevention and Coetrl, Stockselm, 2124
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SoHO aspects in the ECDC rapid risk assessment C
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Consideration/non-binding recommendation for public health and SoHO authorities

THREAT ASSESSMENT BRIEF

Risks posed by reported increased
of human parvovirus B19 in the EU

5 June 2024

Summary

ECOC is eparts from several Union and European Economic Area (ELEEA) countries of
sumlmlnm@HHmafpamnnsBlﬂ(ﬁlm This Threat Assessment Brief has been
developed to raise awareness among public health and substances of human onign {SoHO) professionals and
competent authorities about this event, particdarly as regards population groups at high risk for severe
complications, and suggest actions that can be taken to address this situation.

Epidemiolagical situation
Since March 2024, nine ELYEEA countries have reported increased detections of B19V on the European

surveillance portal for infectious diseases, EplPuIse from a number of manitoring systems, mosthy during late
2023 and early 2024. As a response to an inguiry from ECDC to the National Focal Poinks (MFPs) in the ECDC-
SoHO network blood group [11 on B19V infections, 10 counkries reported an increase in reactive tests for B19V
in blood donors or in donations of plasma for fractionation during the first months of 2024 compared to the
same period in 2023.
Risk assessment
Based on the unusually high numbers of B19W cases reparted in 14 EUJEEA countries, the risk of infection is
assessed in four population groups as follows:
The risk for the general population is assessed as low, as most infections are in the form of a mild
exanthematous disease of childhood, although some complications may ooowr,
The risk for pregnant women, less than 20 weeks gestation is assessed as low to moderate,
considering the uncertainties about the virus circulation, the fact that an estmated 30-40% of women
of childbearing age are susceptible to the infection, and severe cutcomes occur in a small percent of

infected pregnancies.
The risk for be is assessed s these patients cannot dear the
mmmmmmmmmmmmumﬁmmmm invasive disease.
The risk for people with chroni: (e.g. sickle cell dissase, thalassaemia,
etc.) is assessed as moderate, as B19V infection can cause transient aplastic crisis.
Recommendations
For public health authorfties
ECDE recommends that public health authorities in the countries should:
Raise of the cbserved increase of B19Y to assist in counselling and

‘managing their patients appropriatehy.
‘Conduct risk communication to the risk groups, includng pregnant women, immunasupcressed and
trarsplant recipients, and patients with chronic blood disorders, particularty haemolytic anaemias,

Suggested citation: Eurapean Centre for Dissase Prevertion and Cantrol Risks posed by reparted increased dirculsbion of human

parvovirus B19 in the EUJEEA - 5 June 2024. ECDC: Stockholm; 2024.
(©) European Centre for Dissase Prevention and Control, Stockholm, 2024,

TARN GTR-07-B40A-TIS-G dais 10 PANMST4RT - Cobadrerisn reimi e TOLN2-24-ANSFHR-N

ECDC considerations for public health and
SoHO authorities

For SoHO professionals and competent authorities

Transmission of B19V through SoHO has been described in the literature via transfusion of red blood cells and
platelets, treatment with plasma-derived medicinal products [17-22], and hematopoietic stem cells (HSC) [23] and
solid organ transplantation [24]. However, clinically significant transfusion-transmitted B19V infection seems to be
a rare or overlooked event, as indicated by data from different European countries. For instance, in the UK, only
one case was reported between 1996 and 2022 [25], and in Germany no transfusion-transmitted B19V infection
was reported between 1997 and 2017 [26], in the absence of routine testing for this virus in blood donors during
this period.

Due to the limited number of transmission cases reported, the exact level of B19V titres that pose a risk of virus
transmission through SoHO cannot be adeguately assessed.

To reduce the rlsk of possible B1OV transmlssmn by plasma-derrved pmducts the Eumpean Pharmampoma

These plasma pools, used |n manufactunng, can onlv contain BISW DNA loads below 1l] 000 lntematfcnal umts
(IU) per millilitre. Any final manufacturers’ plasma pools exceeding this B19V DNA level must be discarded [27].

Systematic testing of blood donors for B19V infection, in addition to the screening of donations of plasma for
fractionation, is not required. However, if a B19V infection is suspected or confirmed for a donor, the B19V-positive]

or Components snoutd n ST VidUals SUSCEPLIDIE [0 Severe chnical Outcomes o
infections i.e. pregnant women, patients with chronic haemolytic diseases or hemoglobinopathies, and
immunosuppressed people [28]. Selective screening of donations with NAT to provide safe components for these
recipients could be considered [22]. An alternative testing strategy in use in the Netherlands is the selective testing

of donors for B19V antibodies to make B19V-tested blood components available for susceptible patients upon
request. Donors with two positive B19V (IgG) antibody tests at an interval of at least six months are considered
safe for B19V-susceptible recipients [30].

Even though B19V transmission cases through HSC transplantation are seldom reported, regarding the current
epidemiological situation, the risk of B19V infections in HSC transplant recipients should be considered.




The new regulation CBTH
Regulation (EU) 2022/2371 on serious cross-border threats to health — Art. 20
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Where an alert is notified [...] the Commission shall, where necessary for the coordination of the response at Union level
[...], make promptly available to the national competent [...] a risk assessment of the potential severity of the threat to
public health, including possible public health measures. That risk assessment shall be carried out by one or more of the
following Union agencies or bodies:

a)
b)
c)
d)
€)
f)

the ECDC [...] in the case of a serious cross-border threat to health [...], including where it relates to substances of
human origin that can potentially be impacted by communicable diseases [...];

the European Medicines Agency (EMA) [...] where the serious cross-border threat to health is linked to medicinal
products and medical devices;

the European Food Safety Authority (EFSA) [...] in the case of a serious cross-border threat to health [...] falls under
the mandate of EFSA;

the European Chemicals Agency (ECHA) [...] in the case of a serious cross-border threat to health [...] falls under
the mandate of the ECHA,;

the European Environment Agency (EEA) [...] in the case of a serious cross-border threat to health [...] falls under
the mandate of the EEA;

the European Monitoring Centre for Drugs and Drug Addiction (EMCDDA), [...] in the case of a serious cross-border
threat to health [...] falls under the mandate of the EMCDDA.

The risk assessment shall be carried out [...] in cooperation with the European Union Agency for Law Enforcement
Cooperation (Europol) where the serious cross-border threat to health emanates from terrorist or criminal activity [...]



What content in RRA for SoHO - organs?

Thank you
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Topics and ECDC activities identified by the
SOHO-Net Organs group
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Session overview @:c

Reflection on topics for the SOHO-Net Organs group and the role of
ECDC

1. Reflection and prioritisation of topics for the SoHO-Net Organs group
2. Role of ECDC in ensuring the safety of organs

3. Future meetings
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Expectations for SOoHO-Net and ECDC in Organs @c

« Sharing of experience with nonstandard donors in emerging diseases

« Sharing of recommendations and good practices on emerging diseases
« Recommendations on harmonised minimum standards

« Collaboration with other ECDC networks

« Clarify roles of different stakeholders: Notify, VES...

 Leave room for country decisions
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Topics for SOHO-Net listed in day 1 @

« Use and handling of donors with MDR/XDR pathogens

« Guidance on arboviruses

« COVID-19 update

« Position paper on the use of HCV+ donors and post-transplantation treatment (ECDC led)

« Registry of outcomes in recipients receiving organs from non-standard donors (infectious disease)
« Sharing of measures and good practices for donor selection (infectious disease)

« Information on infectious disease risks based on country of origin

« Methodology for a risk assessment for organ donors

« Collaboration in creating trainings on issues related to infectious diseases in donor selection
«  Establish collaboration with EU Reference Laboratories (EURL) and SoHO-Net

« Sharing of transmission events and outcomes

« Creation of an expert repository for real-time advice

«  Situation overview of measures to prevent HTLV-1 transmission



- - 53 Please rank the topics for SOHO-Net organs, from most important to least important
One fin a| q uestion! gptogriniiy, ygbleglinian)
| |

1 Sharing of measures and good practices for donor selection (infectious disease)

—————— 9.61
2. Information on infectious disease risks based on country of origin

./ 8.44
3. Position paper on the use of HCV+ donors and post-transplantation treatment (ECDC

led)

./ 7.48
4. Methodology for a risk assessment for organ donors

. ] 7.35
5. Sharing of transmission events and outcomes

) 713
6.  Use and handling of donors with MDR/XDR pathogens

. 6.83
7. Guidance on arboviruses

(S 6.48
8. Registry of outcomes in recipients receiving organs from non-standard donors

(infectious disease)

[ 5.96

9. Collaboration in creating trainings on issues related to infectious diseases in donor

w
o
@
(]
=
[=]
1

5.83
10. Creation of an expert repository for real-time advice
[ S—— ] 5.00
1. COVID-19 update
G 4.35
12. Establish collaboration with EU Reference Laboratories (EURL) and SoHO-Net
. ] 4.26

13. Situation overview of measures to prevent HTLV-1 transmission
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Future network meetings

ELROFEAN CENTRE FOR

Meeting

Date

Workshop: Information to be shared in EpiPulse - Virtual

EpiPulse hands-on training — Virtual

SoHO-Net blood group meeting — Stockholm

SoHO-Net plenary meeting — Virtual

SoHO-Net tissues and cells and MAR groups meeting — Stockholm

September 2024

September 2024

4-5 December 2024

15 April 2025 (not confirmed)

30 September — 01 October 2025
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Closing remarks
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Thank you!
To the NCC, chairs, presenters, and all
participants
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