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: PERCHE” UNA REVISIONE DELLA LEGISLAZIONE BTC
GAP/LIMITI

European

Commission
T

1. Patients are not fully protected from avoidable risks
% EU safety and quality requirements are incomplete and have failed to remain up to date with frequently

changing scientific and epidemiological developments. The outdated provisions are technical in nature

* Kk

Donor adverse reactions (including serious ones) are not systematically reported and the requirements

@ 2. Avoidable risks for BTC donors and for children born from donated eggs, sperm or embryos
for testing egg and sperm donors for genetic conditions are limited.
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3. Divergent approaches to oversight cause unequal levels of safety and quality and barriers to the
exchange of BTC across the EU

Lack of general principles, provisions for verification of effective implementation of inspection,
authorisation, vigilance.

4. BTC legislation lags behindinnovation
Limited clinical data on safety and efficacy of new ways of processing donations. Difficulties in defining the
borderlines for novel BTC with other regulatory frameworks

5. EU vulnerable to interruptions in supply of some BTC
High dependence on plasma import. Lack of supply monitoring for crisis management

'''''''
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BACKGROUND

Problem to be addressed:
The BTC evaluation identified a need to strengthen oversight of the BTC sector in order to achieve a standard
approach to the implementation of the rules. Divergent approaches to oversight cause unequal levels of safety
and quality and barriers to the exchange of BTC across the EU....

These differences reflect the lack of common provisions for verification of effective implementation of
inspection, authorisation and vigilance, and inconsistency in the levels of capacities, skills and independence
required of inspectors supervising BTC establishments.
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VISTART

VIGILANCE AND INSPECTION
FOR THE SAFETY OF TRANSFUSION ASSISTED
REPRODUCTION AND TRANSPLANTATION

Vigilance and Inspection for the Safety of Transfusion, Assisted
Reproduction and Transplantation

Obiettivi generali

v Promuovere e facilitare ’'armonizzazione dei
sistemi di ispezione, autorizzazione e vigilanza

v" Data di inizio: 10/10/2015 ) i i
nei settori sangue, tessuti e cellule.

v" Data di fine: 09/02/2019

v’ Incrementare la collaborazione e la fiducia nei
programmi di ispezione e vigilanza tra gli SM.

CENTRO

NAZIONALE
“This presentation is part of the joint action ‘676969 / VISTART’ which has received funding from the European Union’s Health Programme (2014-2020). The content of this presentation represents the views of the author only and is his/ her sole responsibility, it cannot be considered to reflect the views of the European s A N G u E
Commission and/or the Consumers, Health, Agriculture and Food Executive Agency or any other body of the European Union. The European Commission and the Agency do not accept any responsibility for any use that may be made of the information it contains.” L
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Reclutare e formare gli ispettori
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Identificare le attivita illegali
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Revocare o sospendere le
autorizzazioni
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Management of risks arising from the activities of an inspectorate

Table 1: Example of a Risk Register

Causes

Effects

Mitigating

Factors

Additional
Actions Taken

Inconsistency
of inspectors in
applying
legislation,
regulations or
standards.

¢ [nsufficient
training of
inspectors

¢ [nadequate
guidance/proc
edures for
inspectors to
follow.

e Loss of
stakeholder
confidence.

e [ncreased risk
of challenges
to regulatory
decisions.

¢ Risk to public
health.

e Quality
assurance of
inspection
reports.

¢ Mentoring
new
inspectors.

e Continuous
training and

development.

e Audit of
inspection
reports.

e Audit of
Inspection
Evidence
Forms.

e Review of
training
programme.
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3 Licensing of Blood and Tissue Establishments and the
Authorisation of Processes

AUTORIZZAZIONE DEI PROCESSI DI PREPARAZIONE DI BTC

Directive 2005/62/EC Article 6.4 (2), requires that

The processing of blood components shall be carried out using appropriate and validated
procedures including measures to avoid the risk of contamination and microbial growth in the
prepared blood components.

Directive 2006/86/EC Annex 11, requires

Competent authorities to authorise each tissue and cell preparation process after evaluation
of the donor selection criteria and procurement procedures, the protocols for each step pf
the process, the quality management criteria, and the final quantitative and qualitative
criteria for cells and tissues. The evaluation must comply at least with the requirements set
out in the annex.



MISTART AUTORIZZAZIONE DEI PROCESSI DI PREPARAZIONE DI BTC

'REPRODUCTION AND TRANSPLANTATION

Validation - general principles

Processing and quality
control steps undergo
regular critical evaluation
to ensure that they

. continue to achieve the .
The validated process can intended results. Regular reviews and

be carried out evaluations of the
consistently and cumulative effects of
effectively in the minor changes to a
establishment processing method are
environment by the staff. undertaken.

Critical processing Before implementing
procedures have been . . any substantial change in
validated and do not V - - processing, the modified

alidation

render products clinically process must be
ineffective or harmful to validated and

the recipient/patient. documented.

Figure 2: Principles of validation Fh‘ﬁ'ﬁi‘ ALE



VISTART 2

Blood Directive 2002/98/EC, Article 3 defines an inspection as:

Inspection shall mean formal and objective control according to adopted standards to assess
compliance with this Directive and other relevant national legislation and to identify
problems.

e general systems inspections,
e thematic inspections,

e desk-based reviews,

e inspections of third parties,

e EU joint inspections,

e re-inspections.
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Implementing a risk-based approach to inspection scheduling

i
Risk
rating
Non
compliance

related risk

e



VIGILANCE AND INSPECTION
FOR THE SAFETY OF TRANSFUSION ASSISTED
REPRODUCTION AND TRANSPLANTATION

» Two factors

Quality Risk Management Tools

Intrinsic risk

» Complexicity of the site, processes and products.
» Criticality of the products, services, etc.

Complexity
- 1

2
+ 3

- +
Criticality

1 2 3
1 (Low) 2 (Low) 3 (Medium)
2 (Low) 4 (Medium) 6 (High)
3 (Medium) 6 (High) 9 (High)

A total score of 1 or 2 represents a Low Intrinsic Risk
A total score of 3 or 4 represents a Medium Intrinsic Risk
A total score of 6 or 9 represents a High Intrinsic Risk



) VIGILANCE AND INSPECTION
Y FOR THE SAFETY OF TRANSFUSION ASSISTED

R Quality Risk Management Tools
Compliance related risk

Deficiency Profile Compliance-related Risk
Score

1 or more Critical Deficiencies or more High
than 5 Major Deficiencies

From 1 to 5 Major Deficiencies Medium

No Major or Critical Deficiencies Low

High Compliance-related Risk Score may need to be inspected again very soon after the
inspection that identified the poor state of compliance mmsssssss) Non routine inspection




Quality Risk Management Tools
Overall Risk Rating

» Intrinsic rate risk
» Non compliance related rate risk

Compliance risk Low Medium High

Low Risk Rating=A Risk Rating=A Risk Rating=B
Medium Risk Rating=A Risk Rating=B Risk Rating=C
High Risk Rating=B Risk Rating=C Risk Rating=C

There are three possible risk ratings, A, B & C. (‘A’ represents a
relatively low risk site and ‘C’ represents a relatively high risk site).



Quality Risk Management Tools

Inspection Frequency

FATTORI DI RISCHIO

intrinsic risk (e.g. blood, blood components will always be considered high risk'®; for

tissues and cells, new or complex processes may indicate
complexity of activities performed,

the compliance history of the site,

the criticality of the establishment to supply.

a high intrinisic risk),

Scoring 1-4 with 4 representing highest risk rating

Establishment 000000 — Risk Rating

I Compliance i Overall Risk
Intrinsic Risk History Complexity Supply Rating
4 2 3 1 10

Overall Risk Rating
1-4 = Low Risk, 5-9 = Medium Risk,

10 or more = High Risk

Overall Risk Rating Suggested Onsite Inspection Frequency
Low Reduced Frequency, 225 months = 48 months*
Medium Normal Frequency = 24 months
High Increased Frequency =18 months
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Pre-inspection document review Gathering evidence during an inspection

Licence status and history

VWV VWV VY

Activities

YV VYV ‘

>
>
>
>

Establishment Dossier

Previous Inspection Report Documents
Non-compliances and follow-up

Preparation process dossier (where relevant)

Significant changes since the last inspection e.g. premises, equipment, persor

VVolume and Complexity

Processes and products Observation i
Procurement and testing arrangements COF‘I’I‘I pliance Facilities
Import Evidence

Third parties/sub-contractors

Serious Adverse Events and Reactions, Recalls
External intelligence e.g. from another regulator
Complaints/whistleblowing

Annual activity data
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Inspection
| Preparation
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Communicate
with the
' establishment

NS
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Conduct the
inspection
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Complete post
inspection
. activities

\ .
\

Follow-up
actions

Inspection

+Inspection team appointed

+Review of establishment dossier

+Review of other relevant information

*Agree scope and type of inspection

+Assign roles and responsibilities to inspection team

*|Inform the establishment of the date of inspection and agree a
contact person

*Provide a draft timetable of inspection activities

*Provide an indicative list of documents to be made available

*IMake practical arrangements, e.g. a room for the inspectors to be
based in, lunch etc

+Opening meeting

+Inspection of facilities

*Evidence gathering/verification of information
«|dentify non-compliances and supporting evidence

*Reach preliminary conclusions on classifications of non-
compliances

+Closing meeting

| «Initiate rapid decision making procedure for critical non-

compliances

*Draft and quality check inspection report

*|ssue inspection report

*Review the corrective and preventive action plan (CAPA) to
ensure it's suitability

«Monitor the establishment's progress with the CAPA or other
sanctions applied

+|dentify any other required actions, including the necessity of
conducting a follow-up inspection

+Update, amend (including revocation) the establishment's licence
status

+Update the establishment's risk-profile

procedure flow chart: common tools

Annex 1: Proposed Format for a Blood Establishment Dossier (BED)
“ Annex 2: Proposed Format for a Tissue Establishment Dossier (TED)
| Annex 3: Proposed Format for a Preparation Process Dossier for BTC

= procurement and processing records,
= staff training records,

= equipment and facilities maintenance records,
« audits,

= ftraceability of the blood, tissues and cells
= change control documentation.

Classification of
non-compliances

“ Annex 5: Proposed Format for an Inspection Evidence Form
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