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Patient are not fully protected from avoidable risks

REVISION OF EU LEGISLATION ON BLOOD, TISSUES AND CELLS
Basis of revision: 5 problems identified during evaluation of BTC framework 2019

Available risks for BTC donors and children born from MAR 

Divergent approaches to oversight cause unequal levels of safety 
and quality and barriers to exchange of BTC across the EU

BTC legislation lags behind innovation

EU vulnerable to interruptions in supply of some BTC
© EU DG SANTE Stefaan Van der Spiegel
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Directive

 Legislative act that set out goals that 
must be achieved.

 Transposition in national legislation

 Some countries are more stringent 
than others in its entirety.

 Unequal levels of safety and quality 
and barriers to exchange of BTC 
across the EU

REGULATION VERSUS DIRECTIVE

Regulation

 Binding legislative act, must be 
applied in its entirety

 Harmonisation between EU countries

 More stringent requirements possible 
on a national level (e.g. ethical issues 
and organisational aspects)

 Supervision by SoHO Coordination 
Board 
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SCOPE OF THE COMING EU REGULATION
Substances of Human Origin (SoHO), except organs and research

BTC

Pharma

SoHO

© EU DG SANTE Stefaan Van der Spiegel

Currently unregulated   
(faecal material, breast milk) 

BTC for transfusion, 
transplantation and MAR 

Borderline criteria set in other 
legislative acts – Future 
proofing
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SoHO ENTITIES AND SoHO ESTABLISHMENTS

Donor  
Recruitment

Donor History Review  
&

Eligibility Assessment
Donor  
Testing

Distribution
Export

Clinical  
Outcome  

Monitoring

Import

A SoHO entity carries out one or more SoHO activities

A SoHO establishment carries out at least processing and storage

© EU DG SANTE Stefaan Van der Spiegel
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PROVISIONS FOR ENTITIES VERSUS ESTABLISHMENTS

Entity Establishment

Register with their NCA
• Information on activities and substances
• Contact details
• Declarations of conformance with Regulation

Authorisation of establishment by NCA
• Responsible person
• Physician
• Comprehensive quality management system (EDQM TC guide)

Get authorisation for (multiple) SoHO preparations by NCA

Routine inspection by authority

Submit serious adverse occurrences (hemovigilance/biovigilance)

Submit annual activity reports
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HOW TO SURVIVE THE SHIFT FROM COMPLIANCE TO RISK?

Directive 2004/23/EC Draft Regulation
COM(2022) 338

Risk 3/7603
0,04%

330/47164
0,70%

Quality 31/7603
0,41%

147/47164
0,31%

Shall 125/7603
1,64%

476/47164
1,01%

European 
Regulator

SoHO
Entity

Health 
Authority
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1. Systematic risk assessment to determine the requirements for authorisation (Novelty)

2. Submission of an application dossier, including a clinical outcome monitoring plan 
dependent on the risk levels

3. Assessment of the application by the CA

4. Communication of results 

SoHO PREPARATION AUTHORISATION PROCES
Process

OR Grant of a conditional authorisationGrant of authorisation Refusal of authorisationOR

Allows SoHO entity  the 
application of their  
preparation to patients

Allows the application of  the 
preparation for data collection to 
fulfill the  clinical outcome  monitoring
requirements

© EU DG SANTE Stefaan Van der Spiegel
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SoHO PREPARATION AUTHORISATION PROCES
Clinical outcome monitoring plans

Negligible Risk Low Risk Moderate Risk High Risk

No clinical  
outcome  
monitoring
required Clinical follow-up of a defined number of patients is required

clinical investigation study with  
appropriate number of patients 
and pre-defined clinical endpoints

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

© EU DG SANTE Stefaan Van der Spiegel
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COMPLIANCE REQUIREMENTS
SoHO entities shall follow the highest available levels of standards (Art. 56 & 59):

If none:

“where the 
Commission  deems
necessary”

Published &
updated  by
ECDC/EDQM

Level 1

Level 2

Level 3

Entities shall
demonstrate
equivalance

Entities shall
demonstrate
equivalance

Commission Implementing Legislation

Technical Guidance on the EU SoHO Platform

“Equivalent” Guidance

OR

Methods based on international standards or 
scientific evidence

If none:

© EU DG SANTE Stefaan Van der Spiegel
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CRITICAL SoHO
Coming EU regulation art. 2

critical SoHO’ are SoHO that, if not  available in 

sufficient quantities, will result  in serious harm 

or risk of harm to patients

(Art. 2)

A critical SoHO entity’ is a SoHO entity  that 

carries out activities contributing to  the supply 

of critical SoHOs and the scale

of those activities is such that a failure to  carry 

them out cannot be compensated  by activities 

of other entities or alternative

substances or products for patients (Art.  2)

- National SoHO emergency plans & SoHO

Entity emergency plans (Art. 62 & 66)

- Supply alerts (Art. 63)

- Derogations in emergency  situations

- Additional emergency measures

by Member States (Art. 65)

- Activity data collection and  reporting

(Art.44)

Supply of critical SoHO is protected by:

© EU DG SANTE Stefaan Van der Spiegel
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• Donor health evaluation that aims to minimise any risk that the donation might pose 
to the donor’s health. 

• Communicate and clearly explain the results of the donor health evaluation to the 
donor.

• Develop and implement a plan for monitoring the donor’s health after the donation (if 
relevant). 

• SoHO entities that collect SoHOs from donors that are subjected to a surgical 
procedure in order to donate, that are treated with hormones to facilitate donation, or 
that donate on a frequent and repeated basis, shall register such donors and the 
results of their donor health evaluations in a cross-entity registry that allows 
interconnection with other such registries.

DONOR PROTECTION
Coming EU regulation art. 53
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Coming EU regulation  no requirements for clean room classification, but art. 58 §5 is applicable !

In the procedures referred to in paragraph 1, SoHO entities shall mitigate risks arising from 
microbial contamination of SoHOs from the environment, the personnel, the equipment, materials 
or solutions coming into contact with SoHOs during collection, processing, storage or distribution. 
SoHO entities shall mitigate such risks by, at least, the following measures: 

(a) specifying and verifying the cleanliness of collection areas; 

(b) specifying, based on a structured and documented risk assessment for each SoHO preparation, 
validating and maintaining a defined air quality in processing areas; 

(c) specifying, procuring and decontaminating equipment, materials and solutions such that their 
sterility is ensured. 

CLEAN ROOM CLASSIFICATION
Coming EU regulation art. 58 §5
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EDQM T&C guide 5th ed.  see Microbiological Risk of Contamination Assessment tool

MiRCA
Procurement T&C           Processing and distribution T&C

22 individual risk factors 33 individual risk factors

Individual risk value = Probability x Impact x Temporal distribution

Total risk score = sum of individual risk factors scores

Risk reduction (final decontamination/sterilisation) 

CLEAN ROOM CLASSIFICATION
Coming EU regulation art. 58 §5

Impact CR
13 risk factors

37% total score

Release 
January 19, 2023
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CLEAN ROOM CLASSIFICATION PANCREATIC ISLETS
GMP grade A in D
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CLEAN ROOM CLASSIFICATION PANCREATIC ISLETS
GMP grade A in B
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EU SoHO PLATFORM Ensure my
safety but
respect my
privacy!

More efficient  
reporting. Access to  

information. Oversee  
entities and activities  

from my country

Exchange with  
peers – even  

across sectors!.

Safety  
and  
quality

Publish all elements of the cascade of technical  
standards (incl. ECDC,EDQM, more stringent MS
requirements)
Streamlined reporting on serious adverse occurrences
and activity
Rapid Alerts

Oversight Register of SOHO entities and authorized activities

Compendia of BE/TE

Support inspections and audits

Innovation Process authorizations and supporting clinical  
evidence

Supply Publish emergency preparedness plans

Notifications on drops of supply

Aggregated activity data by MS

Compendium of classification decisions (SCB)

© EU DG SANTE Stefaan Van der Spiegel
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EDQM T&C GUIDE 5TH ED. UPDATE CONTENT 

• Introduction

• Quality management and 
validation

• Risk management
• Recruitment of potential donors, 

identification and consent 

• Donor evaluation
• Donor testing- markers for 

infectious diseases

• Procurement

• Premises

• Processing 

• Storage

• Principles of microbiological 
testing

• Release, distribution and 
import/export

• Interaction between tissue 
establishments and 
Organisations Responsible for 
Human Application

• Computerised systems

• Coding, packaging and labelling

• Traceability

• Biovigilance
• Introduction of novel 

processes and clinical 
applications

TC guide
5th ed.

Part A:
General

Part B: 
Tissue specific

Part C: TC-
GPG

Part D: 
Monographs
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EDQM T&C GUIDE 5TH ED. UPDATE CONTENT 

TC guide
5th ed.

Part A:
General

Part B: 
Tissue specific

Part C: TC-
GPG

Part D: 
Monographs

• Ocular

• Amniotic membrane

• Skin

• Cardiovascular

• Musculoskeletal

• Haematopoietic progenitor 
cells

• Umbilical cord blood 
progenitors

• Pancreatic islets
• Hepatocytes

• Adipose tissue

• Medically assisted 
reproduction

• Fertility preservation

• Human milk
• Intestinal microbiota
• Blood components for topical use or 

injection

• Tissues and cells as starting materials
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EDQM T&C GUIDE 5TH ED. UPDATE CONTENT 

TC guide
5th ed.

Part A:
General

Part B: 
Tissue specific

Part C:TC-
GPG

Part D: 
Monographs

 TC-GPG describe the standards and
specifications of quality systems to be
implemented by TE that want to comply
with EU requirements

 Heavily based on Directives, EDQM
guide part A, EuroGTPs, JACIE and
Blood Guide.

 The GPG for Tissue Establishments (TC-
GPG) have been elaborated following
the example of the Blood Guide
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EDQM T&C GUIDE 5TH ED. UPDATE CONTENT 

TC guide
5th ed.

Part A:
General

Part B: 
Tissue specific

Part C:
TC-GPG

Part D: 
Monographs

 For well characterised products with well
established clinical indications – as long as
the established quality criteria are met and
the product is used for the appropriate
clinical indications. Thus, no need for
heavy preparation process authorisation,
clinical studies, etc.

 New processes/products would eventually
move to having monographs once they
become consolidated by evidence and
there was consensus on the release
criteria and appropriate clinical indications.

23 Monographs 4th edition

43 Monographs 5th edition
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1. Risk based decision making and change control.

2. In general microbiological samples must be taken after procurement and just before 
final packaging.

3. All critical processes must be validated or verified.

4. All critical instruments, equipment, disposables, facilities and personnel should be 
qualified.

5. Biovigilance

EDQM T&C GUIDE 5TH ED. UPDATE CONTENT 
More stringent requirements
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EDQM T&C GUIDE 5TH ED. UPDATE CONTENT 
Table 11.1 5th ed. EDQM Guide

List of  micro-organisms that if identified in pre-processing  tissue or cell samples should result in 

discard of tissues or cells unless treated with a sterilisation process validated to eliminate the 

infectivity of such organisms.*

Staphylococcus aureus, Staphylococcus lugdunensis

Streptococcus spp.; Enterococcus spp.

Clostridium spp. 

Enterobacteriaceae (eg. Escherichia coli, Enterobacter spp., Salmonella spp., Shigella spp., Klebsiella spp.) 

Yeast and filamentous fungi (moulds)
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EDQM T&C GUIDE 5TH ED. STAKEHOLDER CONSULTATION

3rd May to 1st June

A
412

31,4%

B1
303

23,1%

B2
116

8,8%

B3
2

0,2%

C
335

25,5%

D
146

11,1%253 experts participated
1314 comments
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EDQM T&C GUIDE 6TH ED.
Interactive document GPG

Monographs

Part A and B

Annexes

Minimal 
requirements

Technical 
requirements

Informative



Impact coming EU regulation and 5th ed. EDQM guide
23-11-2022 | 26

• Scope and SoHO Coordination Board

• Risk based approach to SoHO supervisory activities

• SoHO activities
• SoHO entities and SoHO establishments

• SoHO preparations and their authorisation

• Standards and hierarchy of technical guidelines

• Donor protection and voluntary unpaid donation

• Resilience of supply

• Digitalisation – the SoHO platform

KEY NEW AND CHANGED CONCEPTS

© EU DG SANTE Stefaan Van der Spiegel
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