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The Treaty of the Functioning
of the European Union
- article 168

.
3

The Lisbon ea

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

COMMISSION DIRECTIVE 2006/17 [EC
of 8 February 2006

implementing Directive 2004/23/EC of the European Parliament and of the Council as regards
certain technical requirements for the donation, procurement and testing of human tissues and cells

(Text with EEA relevance)

COMMISSION DIRECTIVE 2006/86/EC
of 24 October 2006
implementing Directive 2004/23/EC of the European Parliament and of the Council as regards
traceability requirements, notification of serious adverse reactions and evemts and certain

technical requirements for the coding, processing, preservation, storage and distribution of
human tissues and cells

(Text with EEA relevance)




‘cells’ means individual human cells or a collection of human cells when
not bound by any form of connective tissue;

‘human application’ means the use of tissues or cells on or in a human
recipient and extracorporal applications;

Standard Operating Procedures’ (SOPs) means written instructions
describing the steps in a specific process, including the materials and
methods to be used and the expected end product;

Definitions

‘partner donation’ means the donation of reproductive cells between a
man and a woman who declare that they have an intimate physical
relationship;

‘critical’ means potentially having an effect on the quality and/or safety
of or having contact with the cells and tissues;

‘organisations responsible for human application’ means a health care
establishment or a unit of a hospital or another body which carries out
human application of human tissues and cells.



Requirements for
accreditation,designation,authorisation
or licensing of tissue establishments

ORGANISATION AND MANAGEMENT

PERSONEL

EQUIPMENT AND MATERIALS

FACILITIES/ PREMISES

DOCUMENTATION AND RECORDS

QUALITY REVIEW




Requirements for the authorisation of tissue and cell
preparation processes at the tissue establishments

RECEPTION AT THE STORAGE AND
TISSUE PROCESSING RELEASE OF
ESTABLISHMENT PRODUCTS

EXTERNAL

DISTRIBUTION CUNAS I;g?_.{ELLING LABELLING OF
AND RECALL SHIPPING

DISTRIBUTION

CONTAINER



* ‘traceability’ means the ability :
v'to locate and identify the tissue/cell during any step:
procurement

a
b. processing,

W h at iS th e c. testing and storage,
exa Ct SCO p e Of d. distribution to the recipient or disposal
traceability?

v’ to identify the donor and the tissue establishment
or the manufacturing facility receiving,processing or
storing the tissues

v'To identify the recipient



ANNEX V1

Information on the minimum donor/recipient data set to be kept as required in Artide 9

A BY TISSUE ESTABLISHMENTS

Traceability

Dionation identification that will include @ leas:
— ldentdficaiion of the procurement organisation ar Tesoe establishment
— Umique Domation |0 number

— Date of procurement

* 1. Tissue establishments shall have e of pocuremen
effective a n d a Ccu rate Syste m S to — Type of donation feg. single v muli-teme; amolopous v allopenic; ving v deceased)
. . . o Product identification that will include at least:
u n I q u e |y I d e nt Ify a n d I a be | Ce | |S/t I SS u eS — ldenification of the tisswe establishment
re Ce ive d a n d d i St ri b ute d . — Type of tissue and celljproduct {basic nomenclabure)

— Pool number (# applicable)
— Eplit number { applicable)
— Expiry daie

— Tissue{odl siahes (e quarantined, suitable for e @)

L] 2 . TiSS u e esta b | is h m e nts a n d — Drescription and origin of the producs, processing steps applied, maierials and additives coming ins contact with

tissues and cells and having am effect on ther quality andjor safery.

O rga n isat i O n s reS po n Si b | e fo r‘ h u m a n — ldentification of the facility issuing the final labe
a p p | icatio n S h a I I reta i n t h e d ata Set O ut i n Fluman application idemtification that will imchede at least

— Date of disiribanion|disposal

An n ex VI fo r at |ea St 30 yea rS’ i n a n — ldemtification of the dinidan ar end user/iaciliny
approp riate and readable stora ge B BY ORGANISATIONS RESPONSIBLE FOR HUMAN APPLICATION
m e d i u m . {d) ldentificaiion of the supplier tissue esiablishment

{b) ldentification of the clinician or end user/fadlity
fg] Type of tissues and cells

{di Product sdentification

{e] ldentificaiion of the recipient

{f] Date of application




Users can retrieve relevant information on tissue and cell products through
a publicly accessible IT platform.




Format of the SEC

DONATION PRODUCT ' .
IDENTIFICATION SEQUENCE IDENTIFICATION Commission Directive (EU)
(DIS) SEQUENCE 2015/565 amended Directive

TE code Unique Product code Split 2006/86/EC as regards certain

Donation number technical requirements for the
number

ISO TE Product Product coding of human tissues and
F:_“’;:t."'iy number (Sz°dti"9 number cells and was published on 9
identifier ystem .

identifier April 2015

2 6 13 1 alphabetic 7 3 8 i i
alphabetic alpha- alpha- character alpha- alpha- numeric Directive 2006/ 86/ EC as

characters numeric  numeric  E = EUTC numeric  numeric  characters amended ('The Directive') thus

characters characters A = ISBT128 characters characters Iays down the obligation for

B=E d
— tissue establishments to affix a

"Single European Code” or
“SEC” on tissues and cells
distributed for clinical
application in the EU.




The following situations are excluded from the

application of the SEC:

v'reproductive cells from partner donation;

v'tissues and cells distributed directly for immediate
transplantation to the recipient

In which
Ci rcu m Sta nces v'tissues and cells imported into the Union in case of

emergency authorised directly by the competent authority
or authorities, as referred to in Article 9(3)b of Directive

2004/23/EC.

SEC could be
avoid?

v'tissues and cells that remain within the same centre;

v'tissues and cells that are imported into the Union, when
these tissues and cells remain within the same centre from

importation to application




European coding system (application of SEC)

e The SEC shall be applied to all T&C distributed for human application.

e For the other situations where tissues and cells are released for
circulation, as a minimum the donation identification sequence (DIS)
shall be applied at least in the accompanying documentation

DIS at least e 5550000
in accomp \ — |PEalifoga
docum % SEC on ,@g
/' TE2 the label
SEC on the label ‘
> [EE355as

TE 1 ~. DIS at least
in accomp
DIS at docum

least in \ gy

accomp : ;
docum 7 ATMP
manufacturer

SEC = Single European Code

DIS = donation idenfification seauence

—_

If the product is
finalised by TE1,
and transferred
to TE2 just for
storage and
distribution, TE1
may apply the
final label with
the SEC
(Recital)

Third party (e.g. responsible for irradiation)




European coding system

1. Asingle European identifying code shall be allocated to all donated material at the tissue establishment, to ensure
proper identification of the donor and the traceability of all donated material and to provide information on the main
characteristics and properties of tissues and cells.

2. Paragraph 1 shall not apply to partner donation of reproductive cells.

Directive 2006/86/EC
Annex VII = Information ContaiI\Ed in the European ODisclaimer  @User Manuals @ Support  LAnonymous () Logout
Coding System
EU Coding Platform
Reference Compendia for the Application of a single European Coding System for Tissues and Cells
(a) Donation identiﬂcation SEC LookUp Compendia TE Management Admin
- Unique ID number SEC LookUp Full SEC Donation Identification Sequence Product Identification Sequence
- Identification of the tissue establishment R | e

Download Sample SEC Submit
maker file

(b) Product identification

- Product code (basic nomenclature)
- Split number (if applicable)

- Expiry date



Practical implications

v’ ethical and legal issues in the international
transaction of donor sperm and eggs are discussed

v’ legislative and ethical “contradiction” by the local
health authority in permitting import of donor
gametes, due to varying policies on donor

reimbursement in different countries - | N
v" lack of clear and coherent internationally-binding \

legislation and regulatory guidelines overseeing the -

exchange of donor gametes across international -~

borders : \\

v’ case of “frozen-egg donation” from abroad, patients
must rightfully be informed that current
cryopreservation technology is still sub-optimal




PHASE 1 PHASE 2 PHASE 3 PHASE 5 PHASE 6 el e
PHASE 4 CRYOPRESERVATION  CRYOPRESERVATION
0OCYTE SPERM GAMETES EMBRYO EMBRYO

INSEMINATION a. vitrification/ b. warming/
COLLECTION COLLECTION PROCESSING CULTURE TRANSFER freezing thawing

cell
identification
n

cell
identification

Positioning
in cryo-
container

final check

double
check

final check

Comprehensive protocol of traceability during IVF:
the result of a multicentre failure mode and effect
analysis @
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PHASE 1. oocyte mix-up: unlabelled tubes
left in the operating theatre RPN =30

PHASE 3. oocyte mix-up: unlabelled
denudation kit exchanged RPN =75

PHASE 2.
sperm mix-up:
failure in
patient
identification
RPN =25

PHASE S, 6.

embryo mix-up:

failure in cell
identification
RPN =25

Severi

PHASE 4. stop
of the procedure
due to improper
labelling
RPN =24

PHASE 7. stop
of the
procedure due
to improper
labelling
RPN =36

5 10 15 20 25
Occurrence x Detection



Bolognha court upholds
couple’s right to donor
gametes!

. At least 99 children conceived from one sperm donor
developed Elephant Man's Disease.

Il. The country had no law on traceability of donor gametes.

M. Possibility of creating of so-called "Abraham effect,"” (
hundreds of siblings being generated from a single donor
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