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INTRODUCTION

The EU regulation 2024/1938 on standards of quality and safety for substances of human
origin intended for human application has been adopted on 13 June 2024.

Apart from a few specific provisions, it will apply from 7 August 2027. It will also repeal the
currently applicable Directive 2002/98/EC on human blood and blood components and
Directive 2004/23/EC on human tissues and cells, from 7 August 2027.

KEYPOINTS

Please see below the slides of a talk entitled “EU regulation on SoHO: potential
consequences on the generation of real-world data”, presented by A. MAHALATCHIMY at
the 52" EBMT Annual Meeting, 22-25 March 2026, Madrid, Spain, upon invitation by the
GoCART Coalition for the Session on “The Power of Real-World Education and Real-World
Data” chaired by Marion Subklewe (Munich, Germany) and Julio Delgado (Barcelona, Spain).
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Regulation on Substances of Human
Origin (SoHO)

* Adopted on 13 June 2024
+ Applicable from 7 August 2027 except some specific provisions
» Wil repeal, from 7 August 2027:
» Directive 2002/98/EC of the European Parliament and of the Council of
27 January 2003 setting standards of quality and safety for the collection,
testing, processing, storage and distribution of human blood and blood
components and amending Directive 2001/83/EC (OJ L 33, 8.2.2003, p. 30).
+ Directive 2004/23/EC of the European Parliament and of the Council of
31 March 2004 on setting standards of quality and safety for the donation,
procurement, testing, processing, preservation, storage and distribution of
human tissues and cells (OJ L 102, 7.4.2004, p. 48).

Very brief overview of key points

+ SoHO: A wide definitjon
* ‘“any substance collected from the human body, whether it contains cells or

not and whether those cells are living or not, including SoHO preparations
resulting from the processing of such substance”

SoHO activities: from SoHO donation to human application & follow-up

Distinction between SoHO entities and establishments

Authorisations of SoHO establishments and SoHO preparations

Strenghtened protection of SoHO donors, recipients, and offspring

Coordination at EU level with a new SoHO Coordination board (set up 01/2025)

Stricter oversight: SoHO establishments, SoHO competent authorities

Digitalisation: new EU SoHO platform

Vigilance: Rapid alerts and use of EU SoHO platform

Self-sufficiency & sustainability of supply: Critical SoHO (entities) &

Emergency plans
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SoHO entities and establishments

* Donor registration & medical examlnatlon
™ testing of donors; collection; :
SoHO entities quality control; ; ;
distribution; : ; human
application; clinical-outcome registration
* REGISTRATION

: =8 ing & storage; release; import;
SoHO establishments “export - 0 o0 oo MO

* AUTHORISATION

i * Bring SoHO into the EU from a third country
Importl ng before their release

requirements

SoHO preparations

+  What are SoHO preparations?
« 3 cumulative conditions for SoHO
1. Processing (+ 1 or more other SoHO entities’ activities where relevant)
AND 2. A specific clinical indication
3. Human application OR distribution

» SoHO preparations need to be authorised
* Prior to release and distribution
+ By SoHO competent authorities and after their (joint) assessment
« SoHO establishments have to prove safety and effectiveness in SoHO
recipients by means of clinical-outcome data collection and review

Significant role for RWD to generate evidence (RWE) for SoHO preparation
authorisation
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Proportionality of clinical-outcome

monitoring to the level of risk

- Negligible risks OR high degree ~ * A risk more than negligible AND
of certainty that benefit > risk Hxpectes] benailts Hatris

A

1)  Vigilance  requirements=

Plan for clinical-outcome monitoring:
a) Proportionate to identified level of risk

sufficient
’ b) Most up-to-date EDQM guidance
One step: Assessment &
Authorisation by SoHO competent 1t step: Plan to be approved before
: implementation
authority

2nd step: Outcome data asse§sed as part
Well-established SoHO preparations of SoHO preparation authorisation
introduced in a new SoHO entity

Proportionality of clinical-outcome
monitoring PLAN to the level of risk

: Low risk & Moderate risk  High risk &
Levels of Risk s o et
positive & positive positive benefit-
benefit-risk benefit-risk risk assessment
Legal requirements assessment assessment + risk or benefit
not evaluable

1) Mandatory continuous vigilance
reporting
2) Proactive clinical follow-up for defined
number of SoHO recipients
3) A SoHO clinical study with monitoring of X
pre-defined clinical end-points
4) SoHO clinical studies including X X
comparison with a standard therapy

-________—T
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How to implement clinical-outcome monitoring plans?

Options to record generated clinical data
1) Using the Clinical Trials framework is permitted (without change of regulatory
status)
*  When SoHO entities wish to do so
2) SoHO entities record clinical data by themselves
3) To use existing clinical registries BUT conditions
The reliability of their data quality management procedures

has been: EBMT registry?

+ certified by an external institution Balance?

« verified by the SoHO competent authority /
» To consider other approved SoHO clinical studies in the EU: Complementarity?

* New registry at the EU level via new EU SoHO platform, with 3 aims:
o facilitate patient participation in SoHO clinical studies
o boost multi-centre studies and foster collaboration to generate more robust results

o Make generated knowledge generated available (other researchers, healthcare
professionals, studies’ participants, general public)

New opportunities for the EBMT registry?

1/ Central point for 3/ Linking point for
SoHO entities to SoHO entities' activity
record their clinical data collection &
data? reporting?

EBMT

Registry

4/ Central point for
SoHO entities to verify
SoHO donation
frequency?

2/ To be authorised as
an importing SoHO
establishment?




EURO

Facu 2 d
et de science politique
Aix Marseille Universite

What information on the new EU SoHO

i g Funded by
" the European Union

)

platform?

Supply alerts for critical SoHO Annual EU SoHO activity report
National SoHO Emergency plans Annual summary of confirmed SAR/ SAE
notifications

Derogations from SoHO preparations

authorisations Conditions for compensation of SoHO donors

Authorised SoHO establishments

SoHO Coordination Board's work
SoHO compendium

Authorised SoHO preparations More stringent MS measures
SoHO national authorities, SE}:JO _
Platform

competent authorities
EBMT should think about what is needed as regards what is required to be on the EU
SoHO platform #

Approved SoHO clinical studies

More information on re ulator¥

aspects (ATMP, SoHO, Medica

devices based on tissues and
cells,...) are available on

EURO

Contact: @ "

aurelie.mahalatchimy@univ-amu.fr B
inkedin,com/in/aurélie-mahalatchimy-
88962530b.

Thank you for your attention!

@ amU st

A complete summary of the EU Regulation on SoHO is available on the EUR-Lex website here
in the 24 official languages in the European Union.

STRENGHTENED PROTECTION OF SOHO DONORS, RECIPIENTS, AND OFFSPRING

Please see below the poster entitled “The new EU regulation on SoHO: strengthening the
protection of donors, recipients and offspring”, presented by A. MAHALATCHIMY, V. ROBY,
C. CHABANNON, at the 52" EBMT Annual Meeting, 22-25 March 2026, Madrid, Spain.


https://eur-lex.europa.eu/legal-content/EN/LSU/?uri=CELEX:32024R1938
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strengthening the

protection of donors, recipients and offspring

Aurélie Mahalatchimy’, Valentin Roby?2, Christian Chabannon?®
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Background and Method

The European Union (EU) Regulation 2024/1938 on standards of quality and safety for Substances of Human Origin (SoHO) intended for human application was adopted on 13
June 2024 to solve |ssues that were not (sufficiently) addressed by the previous EU directives on blood (Directive 2002/98/EC) and tissues and cells (Directive 2004/23/EC).

Among them, an ion of the EU
donated gametes, and that patients were not fully protected from avoidable risks.

1 led by the European Commission highlighted that there were avoidable risks for donors and for children born from

Based on an analysis of the EU regulation on SeHO regarding the protection of SeHO donors, recipients and offspring, this poster clarifies the new EU legal measures targeting

the protection of SoHO donors, recipients and offspring.

These measures provide abligations mainly for Member States (MS) (and their national SocHO competent authorities (NCAs) by delegation) and SoHO entities which are defined
widely as entities legally established in the Union that carry out one or more of the following SoHO activities: SoHO donor registration; SoHO donor history review and medical
examination; testing of SoHO donors or of persons from whom ScHO are collected for autologous or within-relationship use; collection; processing; quality control; storage;

release; distribution; import; export; human application; clinical-outcome registration.

These new rules shall apply from 7 August 2027.

New EU law provisions strengthening the protection of donors, recipients and offspring

Fundamental principles
Dignity and integrity of SoHO donors, SoHO recipients and offspring
s =

Equtabie access
SoHO
|sccardance with

The principle of voluntary & unpaid donation
does not prohibit compensation BUT compensation is framed by EU rules
ensuring financial neutrality of donation
Compensation of
living donors

Consent (Art. 3.11): + To be allowed or not by MS'

Permission given freely

Compensation (Art. 3.56):
Making good of any losses
or reimbursement of
expenses linked fo
‘SoHO donation

= Criteria based on SoHO CB
documents.

Financial
neutrality of
donation (Art. 3.57):

No financial gain or loss will
be incurred by the SoHO donor
as a result of the donation

- SoHO denors may choose
not to be compensated

d 0 u
SOHD donated exclusi-
vely for research use
wl(hcut human
application

on to SoHO NC.
implemented national legislatic

parent manne:

Informed consent (Art. 55)
SoHO entifies:

Topmmnlvmgs‘ﬂouam(a where applicable, any persmswamuwmmhd\alfnfa

SoHO donor), with all appropriate information on the SoHO donation process, in accordance with
national legislation: before the consent is granted, in an accurate and clear manner (easily

terms), L]
Content of information to living SoHO donors OR - Additional information to living SoHC donors:
to person granting consent on behalf of © and risks of
deceased SoHO donors: (f) purpose of the tesls conducted for donor
(a) purpose and nature of donation; health evaluation;
(b) intended use of the donated SoHO (proven (@) right of doner to receive the confimed
benefits and any possible research or results of their health relevant tests (in
commercial uses, specific consent for the accordance with national legislation);
use of SoHO to manufacture medical (N} recording and protection of donor's
devices and medicinal products); personal data;
(d) obligation for consent to collect SoHO; (i) possibility to reveal donor identity to
(e) right to revoke consent and any restrictions  0ffspring bom from SoHO donation (if allowed
on that right after the collection; by national legislation);
(j) other applicable safeguards to protect the
donor.

Conclusion

The EU regulation on SoHO operates a major shift from the quality and safety of SoHO to the wider protection of SoHO donors,

recipients and offspring which is either strengthened or newly covered.

Such protection is also enhanced due to the wider meaning of SoHO in comparison with the previous directives on tissues and cells

High level of safety and health protection of SoHO donors, recipients and
offspring from MAR
Obligations for SoHO entities when collecting SoHO (regardless of the intended recipient) (At. 53):

{a) To meet all applicable consent or authorisation
requirements at National level;

{b) To provide donors with adequate information
{understanble) and contact details of SoHO entity

{s) To safeguard rights of living doner to physical and mental
integrity. non-discrimination, privacy and protection of their
personal data

{d) To ensure that donation is voluntary and unpaid

(&) To verify the eligibility of the living donor

{f) To document results of living donor health evaluation
{g) To communicate and clearly explain the results of the
Inang donor health evaluation to the living donar

() To identify and minimise risks ta health of living donor
during SoHO collection procedure

(i) If repeated SoHO donations, to register donors in a SoHO
entity registry or in national / intemational registries (donation
frequency and monitering of relevant health indicators)

() If significant risk to a living dener (surgical procedure or
prescribed medication). to develop and implement a plan for
monitoring the donor's health after donation;

(k) If unrelated SOHO donation, to refrain from revealing the
donor's identity to the recipient or to the offspring from MAR.
except if allowed by MS concemed

Obligations for SoHO entities in procedures with SoHO recipients (Art. 58)
Procedures shall high levels of quality and safety of SoHO AND Ensure a positive benefitiisk balance for SoHO recipients and
offspring from MAR.

SoHO enlities shall inform and obtain consent from SoHO recipients AND ensure that procedures achieve a high level of
assurance thal pathogens, toxins or genelic conditions potentially life-threatening, disabling or incapacitating and originate from
athird-party donor. are not transmilted 1o recipients.or offspring from MAR

Risks to be mitigated by SoHO entities

SoHO entities shall not:

- apply SoHO preparations to SoHO recipients unnecessarily or without proven benefit (except clinical-cutcome

monitoring plan approved by ScHO NCA, individual treatment by treating physician's therapeutic decision, or

health emergency situation)

advertise / promote particular SoHO to potential recipients or to healthcare professionals using misleading
formation

distribute / apply allogeneic SoHO for purposes other than the prevention or treatment of a medical condition (incl.

reconstructive surgery), or for MAR.

Note: Additional EU rules for SoHQO establishments regarding SoHO release (Art. 60) and exceptional release (Ar.

&1) also caniributes (o the pratestion of recipients and offspring frem medically assisted reproduction.

The European Commission can adopt additional binding

Delegated acts regarding SoHO donors an
sary to ensure the protection of recipients or offspring from MAR from

ction (Art. 535 & 77)

spring from MAR ansing from inadequale levels
quality and safety
Imperative g

Delegated acts regarding SoHO donors
grounds of urgency relating 1o a risk i health (Art. 5
rticular standard or element of a standard on donors’ pr
nt, and health protex jent and high le»

Duly justified impera
Implementation of a
informed o

Abbreviations
MAR: Medically Assisted Reproduction
MS: Member state
NCAs: National Competent Authorities
SoHO CB. SeHO Coordination Board

and blood and blood components. Indeed, SoHO meaning “any substance collected from the human body, whether it contains cells

or not and whether those cells are living or not, including SoHO preparations resulting from the processing of such substance”, more

www.ebmt.org

persons are considered SoHO donors, recipients and offspring and thus protected in accordance with this new EU regulation.
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LAY-OUT of the EU Regulation 2024/1938 on SoHO

® CHAPTER I: GENERAL PROVISIONS (Articles 1-4)

* CHAPTER Il: MEMBER STATES’ SOHO COMPETENT AUTHORITIES (Articles 5-15)

e CHAPTER Ill: SOHO SUPERVISORY ACTIVITIES (Articles 16- 34)

e CHAPTER IV: GENERAL OBLIGATIONS ON SOHO ENTITIES (Articles 35- 44)

e CHAPTER V: GENERAL OBLIGATIONS ON SOHO ESTABLISHMENTS (Articles 45- 51)

e CHAPTER VI: SOHO DONOR PROTECTION (Articles 52- 56)

e CHAPTER VII: PROTECTION OF SOHO RECIPIENTS AND OFFSPRING FROM MEDICALLY
ASSISTED REPRODUCTION (Articles 57- 61)

e CHAPTER VIII: SUPPLY CONTINUITY (Articles 62-67)

e CHAPTER IX: SOHO COORDINATION BOARD (Articles 68- 69)

e CHAPTER X: UNION ACTIVITIES (Articles 70- 72)

e CHAPTER XI: EU SOHO PLATFORM (Articles 73- 74)

e CHAPTER Xll: PROCEDURAL PROVISIONS (Articles 75- 80)

e CHAPTER XllI: TRANSITIONAL PROVISIONS (Articles 81- 84)

e CHAPTER XIV: FINAL PROVISIONS (Articles 85-87)

The 80 pages-full text is available on the EUR-Lex website here in the 24 official languages in
the European Union.

MORE information on the EU Regulation on SoHO

Please find more information on the European Commission website:
® SoHO Regulation
¢ New EU rules on substances of human origin
¢ Blood, tissues, cells and organs

Please find relevant information on Substances of human origin on the website of the
European Centre for Disease Prevention and Control (An agency of the European Union)
e Substances of human origin

Please find relevant information on Substances of human origin on the website of the
European Directorate for the Quality of Medicines & HealthCare (A Directorate of the
Council of Europe):

e Substances of human origin
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