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RCs) and quality

of biological
material

10.5.4 Data authenticity If the nature of the biological resource allows it,the information
/ linking to stocks contained in the database shall beperiodically cross—checked

against the biological material in stock. This should be
documented. If it is not possible, a control should be
implemented when samples are removed from the stock (or
when they are supplied to a stakeholder)

The BRC should, if possible:

a) record and archive the data source (for example,the name of
the depositor, or scientist responsible for validating the data
associated with the sample).

b) establish data validation, modification and elimination
workflows, as well as approval and traceability workflows for
any such changes, thereby creating a log history of all
modifications to the data. A history of revisions and changes
shall be available, indicating the name of the person involved
and the dates.

B.6.3 WARMDEMM%E

B.6.3.1.
ErEYERRERR LK FREARFRICHGSET
b T—DIZEEBT 520 MRLBERORNARNHDE
ANTRELRS AT LTRITNIERESE,

B.6.3.2.
HOERKIFRS AT L (BREREREBERAT L BK
FREBREFRAT L, PABRRE) LHETELTAIE
TEBIELN,

B.6.3.3.

B.6.3.4.

M RTFLEORAEDEREBZEELT, caBIGEDE #
HEARETRIERSE,

B.6.3.5.

1ERILIRS XT L, Cancer Data Standards Repository®)
KOG AIT U A—DIERBEREERTHL,
B.6.3.6.

BB B T LE, MECRFOBREELFH-L
2. FEL TSR EHRDO-DICEYHBERET LN
T EFEFREMT. BEEIHOE AR T EEL
(deidentified) Shi- £ P EREREERBOBERFERE
TEHLDET B,

B.6.3.7.
EWEHEEBNV RN LB RBRHBEROERE. EF,
ErEMERREREROBTEICALDEIRS AT L O
ISEEERGN,

B64 EFEWMEREE
DIERLEER
D RTLDERF

DRTLEEONLHRTHHES X, CNOORBEREEE 1752 Software
BLGRRIERSEL,

B.6.4.1.
EHBDOSOPICE > TIERNE S X T LDRIERETRE
ThHbd,

B.6.4.2.

VHRAREBSLUVEKOBEL. VIMIZTHRES LU R
FLRBOAERHESIE,

B.6.4.3.

VIR T B LU AT LEBET HHBIEDHES
Capability Maturity Model Integration (CMMI) L RJL3IZHE &
FTHEMNEESNS,

Software containing personal data shall comply withall current
regulatory requirements.

Software that is used to manage data/annotations relating to
the biological samples shall fulfil the needs and specificity
requirements of the BRC.

Software maintenance shall be performed and documented.

B6.5 ErEMERRE
DIERILEER
D RT LDER

B6.6 ErEWMERRE
DIERNIES X
FLORIES &
VEH

B.6.5.1. 752 Software
EFEMERREREL. BREOBRESLUSHEN=—
RIZw T2z, VI Iz 7O Z—~XERED—XIZ
HT2R/MROERBEEEFELLATNIERSEL,
B.6.5.2.

FIETEELLEEZRAVT OER(BITLOTS. 1V
ISH=—X  ZEO-—X  BABBIVHBEEEZSD)
FMELENS, RBLEA—ToV—ADOHERS AT LD
2IEEHINT.,

Software containing personal data shall comply withall current
regulatory requirements.

Software that is used to manage data/annotations relating to
the biological samples shall fulfil the needs and specificity
requirements of the BRC.

Software maintenance shall be performed and documented.

B.6.6.1. 7.5 IT system
BRA%Z1 A48/, B71B Y R— T BRIV ISEREL
BRIFNERESHL,

B.6.6.2.

DRT LOBERBCKERBICHIST SEELRE B
BLRThiEgsEn,

B.6.6.3.

EHMICEHEL T, RBBERTIRIBEN TSR ELEME
WERRERZOBH ——XZFRBIRThiEEsi0,
B.6.6.4.

ARRBREE L - BHERICLHFRL AR
BERERETITATSLGEICDONTIE, HShi-iEH
MIEREICADSIITHEEHEE TS &

B.6.6.5.
BLORREBICHLILETOEMNMBMERT —2A—XI(E
REGFATIHEL ., BEENER

LA NIEEBL,

For the purposes of this standard, the term 'IT system' covers
computer hardware (7.5.1), software (7.5.2), and access to IT
networks where appropriate (7.5.3).

The IT system installed at the BRC shall be adaptedfor:

a) oreation of computer database

b) data management;

c) data security;

d) data processing.

e) data diffusion (for example as catalogue)

f) data recovery if the software manufacturer ceases activity
~ A documented procedure for data security shall be
established to manage:

a) access control (for example a password);

b) updates and maintenance;

c) data backup and recovery;

d) IT network access according to the applicable procedures.
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UBEEHRERE - BT HAMM DEHERGEHIZHRY
HMERFNIFALEL,
MErEYBBERERRIEVHHDEDNTLEELED
FIZHET DO,

(D ErEDERBERERIT. EWEBIR AT HENR
REMEFROEBEOERELDLSITTIDA.,

@YY TNERRBICEAT HDITED KD
BHEBLUFIEEEET HOM.
(DEFEDERRERBROTLI2—BLVRT LY
A—HD BT SHREIEEDIITREICEEFEEIDON,.

EPS AX
B6.7 TEHMUIEIRT AHAFSAUOGE EZESLUBEROBETRRLIMEE (75 T system For the purposes of this standard, the term 'IT system’ covers
LIZEET DR DIEMCH, ZYTIEE. LTORH LOBRESTT computer hardware (7.5.1), software (7.5.2), and access to IT
# LD RIE Bl&, networks where appropriate (7.5.3).
B.6.7.1. The IT system installed at the BRC shall be adaptedfor:
INTRRFE JUEFRBUF D ESRE#E a) creation of computer database
B.6.7.2. b) data management;
HFEHRANIED AT LOBEYHEF1UTALRIL c) data security;
National Institute of Standards and Technology Special d) data processing.
Publication 800-30M[Risk Management Guide for e) data diffusion (for example as catalogue)
Information Technology Systems] f) data recovery if the software manufacturer ceases activity
- A documented procedure for data security shall be
established to manage:
a) access control (for example a password);
b) updates and maintenance;
¢) data backup and recovery;
d) IT network access according to the applicable procedures.
C fREL, ZELE BRICETIEEDERONSE. RE BASIUERIC
PLUBK LD BETIEEMRIBIVEEICOVTHET S,
EBER AETERTIRABLUVELEDIRE L. KENTERE
WREEFERATIMREIREL TG, BKOEX T E
FEMSHHOERCET 5. HHBERICIHIFED LS
(2, HBREENEELEFRISOVTH B O HRIRA - R
HEERDOTNS, MEEOCCEMEREEHRE., FHRI
HEAEOWRELRET LRI BHSNDITEEDH D
EEREICEEL. D KEORFIELELFRRIEHRF
REDENVEFHLMNMIL. TNITHIGLAITHIEESE,
c1 EEIFEE EHEEOERELT. BEELHEIRESHEER DA 5 Management Management commitment can be manifest as
(responsible (&2 T, BHch &M OYIBMLEORER. Eb responsibility a) establishing and communicating a quality policy
custodianship) @ FFZEBME DTS/ —FHE. BEFROBEEFRE. b) communicating to the BRC the importance of complying with
RA] SR ECEROBEHEBARDLNS, BEEMEEIERY the present standard, the legislative and regulatory
B1f=8. b EYERREBBROF T, BFHEITA requirements and the stakeholders’’ requirements
HAMEETEDIIVRSNEITIIEGESL, ¢) ensuring that the conditions for accepting (acquiring or
receiving), conserving and providing collections or biological
resources are defined in a documented procedure;
d) ensuring that measurable quality objectives are established,
tracked and analysed as part of a continuous improvement of
the stakeholder satisfaction (6.1.2);
e) leading management reviews (5.7);
f) making sure that appropriate resources are fully available for
the implementation of the QMS (7).
5.1 Management a) identify its stakeholders (3.6);
commitment b) determine their needs and expectations;
c) identify those needs and expectations that the BRC is able
to meet (4.2.1 ).
55.2 BRC quality Top management shall appoint one individual tasked with
manager coordinating quality management activities at the BRC. This
person shall be trained in quality management. His/her
missions must be clearly defined and documented.
NOTE The person tasked with this quality management
role may be a member of the BRC who also has other
responsibilities in the BRC.
The quality representative shall be given the responsibility and
authority to:
a) ensure that the quality management system is established,
implemented, kept up to date and improved, through
cooperation with the BRC team;
b) report to the top management of the BRC for issues relative
to the efficiency and adequacy of the quality management
system;
¢) inform and /or train the BRC staff about the QMS and its
implementation;
d) ensure that efficient measures are taken and
implemented for reviewing and updating the BRC's
knowledge on current legislation and regulations.
Ci1 HNRFUR BRESOERFIEC—RELT, RESh-EWMFAI S L 54  Planning of the  Operational management shall ensure that:

quality
management
system
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a) quality management system planning is consistent with
the aim of meeting the requirements of the present
standard as well as the BRC's quality objectives;

b) the quality management system remains coherent when
changes are scheduled and implemented.

¢) Any change in the running of the BRC is analysedin terms of
the potential consequences for the QMS.
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55 Responsibility and
authority
551 General Top management shall ensure that responsibilities and
requirements authorities are clearly defined and communicated across the
BRC so as to guarantee that the quality management system
operates efficiently and continues to do so.
5.5.2 BRC quality Top management shall appoint one individual tasked with
manager coordinating quality management activities at the BRC. This
person shall be trained in quality management. His/her
missions must be clearly defined and documented.
NOTE The person tasked with this quality management
role may be a member of the BRC who also has other
responsibilities in the BRC.
The quality representative shall be given the responsibility and
authority to:
a) ensure that the quality management system is established,
implemented, kept up to date and improved, through
cooperation with the BRC team;
b) report to the top management of the BRC for issues relative
to the efficiency and adequacy of the quality management
system;
¢) inform and /or train the BRC staff about the QMS and its
implementation;
d) ensure that efficient measures are taken and
implemented for reviewing and updating the BRC's
knowledge on current legislation and regulations.
C12 LAI—TTr/ (B0 AEBOET, (2) EEE (management) D
BREENE  REFLEESEDOHLT. Q)HIROIHEEDEK,

@) EPHHEE)ofLE, G)FEET—2TUFRAUb

DEH. (6) EFARSMEOSIFE, LEOLThID

B ET, RESNTLDEYEBICELHRMMELSHD

OHHET D, ARMBEELHDIDES, EFEYMERRE

RSB B TEAMMEET 5. HALIE, 1V

TA—LF -2 b XEBLVIRBICE>THFA SN DD

I, EPHHEBNEARIERRETEZDELBNEF

BICE > THRBLRITEHLLD D, EFEYERRE

ME I, O EYMERRERRICE DR

HERETOR, MRERAACEYHABERETLHLELRA

LEBREEELZRAND, ZOLSHEMHBOFEL, K

EREICEE Y DRG], £ EBRARDICIESh L

EDALTA—LE O U, FOMOZETIENRE

PHERAEICECTORITNIEESI,

C13 REICHETIH HEPRHLFRORECHLTHMNYDPTVAHEEEL, 53  BRC quality The quality policy consists of the various orientations for
&t NXEELGZTRIEES0, S5 BB EGESEXE policy improvement chosen by the management allowing continuous

(MTASEEE) 2T ZEBETHAMEREDORE - FHA improvement of the stakeholder satisfaction.

HEEDD, The quality objectives should, when possible, be measurabie and
reflect the quality policy; they are generally based on efficacy
indicators relevant to identified processes: management,
support, performance, and
continuous improvement
The quality policy needs to:
a) be adapted to the entity’s fundamental aims;
b) conform to all legislative and regulatory requirements and to
the requirements defined in collaboration with the stakeholders;
¢) include the commitment to improve the efficiencyof the
quality management system continuously;
d) provide a framework for setting and reviewing quality
objectives;
e) be communicated, implemented and maintained across all
levels of the BRC;
) be regularly reviewed to make sure it always remains
appropriately focused.

C.14 FIZEIER FEBEIELLC. BETHFHEMAREFBEROAEESE 52  Stakeholder The quality policy needs to:
&L, FITERIZET 53R A (42 CFR Part 50 Subpart needs and a) be adapted to the entity's fundamental aims;

expectations

b) conform to all legislative and regulatory requirements and to
the requirements defined in collaboration with the stakeholders;
¢) include the commitment to improve the efficiency of the
quality management system continuously;

d) provide a framework for setting and reviewing quality
objectives;

e) be communicated, implemented and maintained across all
levels of the BRC;

) be regularly reviewed to make sure it always remains
appropriately focused.
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5.6.3

Confidentiality

The BRC staff is governed by the obligation of
professional secrecy to safeguard the confidentiality of
scientific research and, where necessary, to protect the
anonymity of donors.

AP E=EE]
Z—ay

EYRBEMORREEETTEINED,
FBICETIERRENEDESICTENZON, EDLS
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5.6

Communication

External
communication

10.5.2 Data exchange

The BRC shall respond to all queries or claims fromany
stakeholder, relevant to:

a) the quality and availability of its biological resources or
collections;

b) the conditions of reception or provision of the biological
resources or collections.

¢) the conditions of services supplied by the BRC to a
stakeholder

The BRC shall provide the stakeholders with access to a
catalogue of available biological resources based on validated
information.

If exchangeable data is confidential, it shall be encrypted or
anonymous.

The BRC shall ensure that the data exchange processmaintains
the integrity of the data.
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10.4  Provision of
biological
resources

The principles governing access to and provision ofbiological
resources shall be defined and published so as to ensure that
they comply both with current legislation and with the
contractual requirements established with the stakeholders,
including in the event of competing interests.

The BRC shall draft a contractual document that includes the
conditions governing the provision and use of biological
resources. In particular, the quantity of biological material
provided shall be compatible with the intended end-use. Any
usage other than that intended is prohibited.

When samples are handed over, each shall be
accompanied by a document containing predefined
information, including information on biosafety andbiosecurity as
appropriate.

Records shall be made of every sample supplied.
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Term FEEREER 3 Terms and 2.1 Biological Resource Centre (BRC)
definitions A BRC consist of service providers and repositoriesof
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culturable organisms, replicable parts of these, viable but not
yet culturable organisms, cells and tissues, as well as databases
containing molecular, physiological and structural information
relevant to these collections and related bioinformatics

NOTE The term “Biological Resource Centre” has been
adopted by the entire international community under the OECD
initiative. Other terms may also be encountered, such as
biobank, platform, tumour bank, etc.

The designation 'BRC’ will be used for purposes of the present
standard.

2.2 Biological resources

Generic term covering biological material and the related data
(annotations)

2.3 Biological material

Cultivable organisms (such as microorganisms, plant animal
or human cells), replicating parts of these organisms (for
example genomes, plasmids, virus, and nucleic acids), organisms,
cells and viable but not yet cultivable tissues.

NOTE 1 Biological material of human origin may include organs,
tissues, cells, biological fluids and their derivatives such as
nucleic acids and proteins. This biologicalmaterial could be kept
frozen, fixed, lyophilised,or coated with specific material.

NOTE 2 Agronomic material may be an organism, or parts or
derived product of these organisms, populations, genetic
resources or any other biotic elements from the ecosystem
that could be used or have
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an effective or potential value to humanity.

2.4 Collection

Set of biological resources grouped together according to
common characteristics

2.5 Annotations / related data

Information associated with the biological material

2.6 User

Person {(physical or moral) using the biological resources
provided by the BRC

2.7 Stakeholders

The stakeholders in a BRC are any person having an interest in
the operations of the BRC

2.8 Supplier

entity or person who provides a product or a service

2.9 Catalogue

a documentary tool used to list the biological resources and
their availability

2.10 Facilities (or locale)

closed space with controlled access that contains the biological
resource kept by the BRC or where the BRC activities take
place

2.11 Dedicated space

in the agronomic field, non-closed space containing the
biological resource kept by the BRC or where the BRC
activities take place

2.12 Critical

All elements (purchases, equipment, methods, and steps) that
have an impact on the quality of the biological resource, on
stakeholder satisfaction, or on staff safety are considered to be
critical.
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Intro. X 1. Introduction. 1. These domain specific best practice guidelines provide theilntro.Introduction

basis for the best practices in the management of Biological
Resource Centres (BRCs) that hold and supply human~
derived materials.

2. In the post-genomics era, human-derived biological
materials for basic research use in general and applied
science constitute vital tools for clinical, health-related
biotechnologies and the development of new pharmaceuticals,
medical devices diagnostics and therapies.

3. 1t is widely recognised that BRCs that hold and supply
authorised human—derived biological materials should do so in
such a way as to provide a high quality service, consistent
traceability (from the providers to the end-users) and
appropriate transparency, in accordance with national and
international legislation and regulations, as well as ethical
commitments where these are required to apply.

4. These domain specific best practice guidelines assist
BRCs to put into practice procedures that comply with
relevant national law, regulations and policies. The best
practice guidelines aim to provide a reliable basis for
research and development in different laboratories and to
contribute towards protection of the donor of human—derived
biological materials in accordance with ethical principles, the
health of laboratory personnel, the public and the
environment.

5. Rules of ethics concerning the collection, use and safety
of samples should be taken into account in the organisation
and operation of any BRC so as to protect individuals as well
as population groups.

0.1  General The adoption of a quality management system should be a
strategic decision of an organization. The design and
implementation of an organization's quality management system
is influenced by
a) its organizational environment, changes in that environment,
and the risks associated with that environment,

b) its varying needs,

c) its particular objectives,

d) the products it provides,

e) the processes it employs,

f) its size and organizational structure.

It is not the intent of this International Standard to imply
uniformity in the structure of quality management systems or
uniformity of documentation.

The quality management system requirements specified in this
International Standard are complementary to requirements for
products. Information marked “NOTE" is for guidance in
understanding or clarifying the associated requirement,

This International Standard can be used by internal and external
parties, including certification bodies, toassess the
organization’s ability to meet customer, statutory and regulatory
requirements applicable to the product, and the organization’s
own requirements.

The quality management principles stated in ISO 9000 and ISO
9004 have been taken into consideration during the
development of this International Standard.

0.2 Process This International Standard promotes the adoption of a process

approach approach when developing, implementing and improving the
effectiveness of a quality management system, to enhance customer
satisfaction by meeting customer requirements.
For an organization to function effectively, it has to determine and
manage numerous linked activities. An activity or set of activities using
resources, and managed in order to enable the transformation of inputs
into outputs, can be considered as a process. Often the output from
one process directly forms the input to the next.
The application of a system of processes within an organization,
together with the identification and interactions of these processes,
and their management to produce the desired outcome, can be
referred to as the “process approach”.
An advantage of the process approach is the ongoing control that it
provides over the linkage between the individual processes within the
system of processes, as well as over their combination and interaction.
When used within a quality management system, such an approach
emphasizes the importance of
a) understanding and meeting requirements,
b) the need to consider processes in terms of added value,
¢) obtaining results of process performance and effectiveness, and
d) continual improvement of processes based on objective
measurement.
The model of a process—based quality management system shown in
Figure 1 illustrates the process linkages presented in Clauses 4 to 8.
This illustration shows that customers play a significant role in defining
requirements as inputs. Monitoring of customer satisfaction requires
the evaluation of information relating to customer perception as to
whether the organization has met the customer requirements. The
model shown in Figure 1 covers all the requirements of this
International Standard, but does not show processes at a detailed level.
NOTE In addition, the methodology known as “Plan-Do~Check-Act”
(PDCA) can be applied to all processes. PDCA can be briefly described

Plan: establish the objectives and processes necessary to deliver
results in accordance with customer requirements and the
organization's policies.

Do: implement the processes.

Check: monitor and measure processes and product against policies,
objectives and requirements for the product and report the results.
Act: take actions to continually improve process performance.
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0.3 Relationship  1SO 9001 and ISO 9004 are quality management system standards
with ISO 9004 which have been designed to complement each other, but can also be
used independently.
1S0O 9001 specifies requirements for a quality management system that
can be used for internal application by organizations, or for
certification, or for contractual purposes. It focuses on the
effectiveness of the quality management system in meeting customer
requirements.
At the time of publication of this International Standard, ISO 9004 is
under revision. The revised edition of ISO 9004 will provide guidance to
for achievil ined success for any organization in a
complex, demanding, and ever changing, environment. ISO 9004
provides a wider focus on quality management than ISO 9001; it
addresses the needs and expectations of all interested parties and
their satisfaction, by the systematic and continual improvement of the
organization’ s performance. However, it is not intended for
certification, regulatory or contractual useISO 9001 and 1SO 9004 are
quality management system standards which have been designed to
complement each other, but can also be used independently.
1SO 9001 specifies requirements for a quality management system that
can be used for internal application by organizations, or for
certification, or for contractual purposes. It focuses on the
effectiveness of the quality management system in meeting customer
requirements.
At the time of publication of this international Standard, 1ISO 9004 is
under revision. The revised edition of ISO 9004 will provide guidance to
management for achieving sustained success for any organization in a
complex, demanding, and ever changing, environment. ISO 9004
provides a wider focus on quality management than ISO 9001; it
addresses the needs and expectations of all interested parties and
their satisfaction, by the systematic and continual improvement of the
organization’ s performance. However, it is not intended for
certification, regulatory or contractual use.

0.4 Compatibility During the development of this International Standard, due

with other consideration was given to the provisions of ISO 14001:2004 to
management  enhance the compatibility of the two standards for the benefit
systems of the user community.

Annex A shows the correspondence between 1ISO 9001:2008
and ISO 14001:2004.

This International Standard does not include requirements
specific to other management systems, such as those particular
to environmental management, occupational health and safety
management, financial management or risk management.
However, this International Standard enables an organization to
align or integrate its own quality management system with
related management system requirements. It is possible for an
organization to adapt its existing management system(s) in
order to establish a quality mar system that complies
with the requirements of this International Standard

A gaﬁdﬁmﬁélﬁlﬁsilﬂ%

Al BM 2. Scope 6. These guidelines provide best practices that complement i1 Scope
the document General Best Practice Guidelines for BRCs.
They address the acquisition, maintenance and provision of
human~derived biological material (see definition) by BRCsas
well as the management of such BRCs.

7. BRCs dealing with human~derived biological material aim
to assure the quality of such material, while ensuring that
sensitive data are protected and that transactions between
the various parties exchanging such material can be traced.
BRCs should be organised in a manner that ensures the
quality of the storage of biological material and provides for
the correct and ethical use and distribution of the biological
material. BRCs should adhere to internationally recognised
ethical principles, particularly informed consent.

8. Bio-banks for therapeutic and diagnostic purposes are
excluded from the scope of these best practice guidelines.
The potential scientific value of collections that cannot meet
these best practice guidelines should be recognised.

1.1 General This International Standard specifies requirements for a quality
management system where an organization
a) needs to demonstrate its ability to consistently provide
product that meets customer and applicable statutory and
regulatory requirements, and
b) aims to enhance customer satisfaction through the effective
application of the system, including processes for continual
improvement of the system and the assurance of conformity to
customer and applicable statutory and regulatory requirements.

1.2 Application All requirements of this International Standard are generic and
are intended to be applicable to all organizations, regardiess of
type, size and product provided.

Where any requirement(s) of this International Standard cannot
be applied due to the nature of an organization and its product,
this can be considered for exclusion.

Where exclusions are made, claims of conformity to this
International Standard are not acceptable unless these
exclusions are limited to requirements within Clause 7, and such
exclusions do not affect the organization’s ability, or
responsibility, to provide product that meets customer and
applicable statutory and regulatory requirements.

A2 BRBEHSIUVES
A3 NCIEFHEHEDRH A
B REMELSIURBRE

GRBEFIR
B.1 bErEMERERERRDI4  Organisational 6 Resources
EEHICER Requirements management
6.1 Provision of  The organization shall determine and provide the resources
resources needed

a) to implement and maintain the quality management system
and continually improve its effectiveness, and

b) to enhance customer satisfaction by meeting customer
requirements,
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Compliance
with law and
ethics
regulations

10. BRCs must comply with appropriate national and international
laws, international rules and regulations and should follow the Ethical
Committeefs recommendations concerning use of human-derived
biological materials and ethics.

11. In particular, human BRCs should respect laws and regulations
in the areas of:

i) National certification of Biological Resource Centres, where such
systems may be in place under the responsibility of national
governments.

ii) Professional secrecy.

iii) Health and Safety (including Good ManagementPractice) or good
manufacturing practice.

iv) Ownership of Intellectual Property Rights (IPR), when applicable.
v) Ethical matters, including, as appropriate, informed consent and
respect for human dignity.

Vi) Management of data bases and security of associated data.

vii) Employee safety.

viii} Environmental safety.

ix) Transport legislation, including import and export.

x) Classification of biological material on the basis of hazard (to
take into account the actual or potential infectious status of
human—derived biological material). In particular, BRCs should
comply with (Best Practice Guidelines on Biosecurity for BRCs).
12. When engaged in activities related to the collection and use of
human~derived material, BRCs

should ensure:

xi) The preservation of the donorfs dignity.

xii) The respect for the autonomy of the donor, particularly through
informed consent, up to and including the possibility to withdraw
his/her informed consent when samples and derived data have been
stored in an identifiable manner.

xiii) The right of each individual to decide whether or not to be
informed of the results of research if human~—derived biological
material is not anonymous.
xiv) The protection of the confidentiality of data stored or processed
for research purposes.
xv) That the only samples included in a BRC are those for which
enough material for potential future diagnostics and clinical purposes
for the donor and/or his/her family, is available. Biological material
collected without informed consent can, however, be distributedby
BRCs so long as such actions have the approval of an ethical

i in a with national tation:

B.1.2 EFEMARREN
FBMA

5.1.

5.2,

i5.3.

Staff -
qualifications
and training
Staff

Training

Hygiene and
biosafety

16. Staff should have relevant qualifications, training and
competence in human—derived biological material relevant to
the scope of material held in the BRC.

17. All persons having access to a BRC should be bound by
a duty of professional secrecy. Persons with access to
confidential data should be contractually bound to medical
secrecy obligations. Rights of access should be managed,
traced and limited to authorised persons.

Each member of staff shall possess the competence,
qualifications and authorisations necessary to perform the
missions attributed to them;

a) staff competence, qualifications and authorisations shall
be documented and kept;

b) the delegation of responsibilities shall be clearly defined,
implemented, and documented and kept;

c) the level of safety training required shall be determined
according to position-related requirements;

d) one person shall be nominated as Health and Safety
officer.

a) each member of staff shall be allowed to follow
training (internal or external) to acquire the necessary
skills. The efficacy of training programmes shall be
assessed. All training courses followed are to be
recorded;

b) members of staff must receive authorisation for
tasks, awarded according to in—house training (general
technical training, training for specific tasks, tutoring, and so
on.). All training shall be recorded;

c) all members of staff shall be made aware of health,
safety and quality issues and have access to
appropriate documentation.

6.2 Human
resources

6.2.1 General

6.2.2 Competences,
awareness and
training

Personnel performing work affecting conformity to product
requirements shall be competent on the basis of appropriate
education, training, skills and experience.

The organization shall

a) determine the necessary competence for personnel
performing work affecting conformity to product requirements,
b) where applicable, provide training or take other actions to
achieve the necessary competence,

c) evaluate the effectiveness of the actions taken,

d) ensure that its personnel are aware of the relevance and
importance of their activities and how they

contribute to the achievement of the quality objectives, and
e) maintain appropriate records of education, training, skills and
experience (see 4.2.4),

BA3 HERLUHFEIZHRS
EEER

10.

Services of
BRCs

48. BRCs may engage in research and development
activities relevant to their missions.
49. BRCs may provide services in accordance with ethical
and legal regulations.
50. BRC should take reasonable steps to ensure that
services from an outside provider are rendered in accordance:
with the regulations and good practices in force in the
appropriate field, that are applicable in the jurisdiction
relevant to the BRC as well as in the jurisdiction relevant to
where the service is to be performed.
51. Inflows and outflows of biological material should be
recorded, and when it is necessary to transport samples,
their transport should be documented and carried out in
liance with the licable standards and regulations.
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7.3.1 Design and The organization shall plan and control the design and
development  development of product.
planning During the design and development planning, the organization
shall determine
a) the design and development stages,
b) the review, verification and validation that are appropriate to
each design and development stage, and
¢) the responsibilities and authorities for design and
development.
The organization shall manage the interfaces between different
groups involved in design and development to ensure effective
communication and clear assignment of responsibility.
Planning output shall be updated, as appropriate, as the design
and development progresses.

7.3.2 Design and Inputs relating to product requirements shall be determined and
development  records maintained (see 4.2.4). These inputs shall include
inputs a) functional and performance requirements,

b) applicable statutory and regulatory requirements,

¢) where applicable, information derived from previous similar
designs, and

d) other requirements essential for design and development.
The inputs shall be reviewed for adequacy. Requirements shall
be complete, unambiguous and not in conflict with each other.

7.3.3 Design and The outputs of design and development shall be in a form
development  suitable for verification against the design and development
outputs input and shall be approved prior to release.

Design and development outputs shall

a) meet the input requirements for design and development,

b) provide appropriate information for purchasing, production
and service provision,

¢) contain or reference product acceptance criteria, and

d) specify the characteristics of the product that are essential
for its safe and proper use.

7.3.4 Design and At suitable stages, systematic reviews of design and
development  development shall be performed in accordance with planned
review arrangements (see 7.3.1)

a) to evaluate the ability of the results of design and
development to meet requirements, and

b) to identify any problems and propose necessary actions.
Participants in such reviews shall include representatives of
functions concerned with the design and development stage(s)
being reviewed. Records of the results of the reviews and any
necessary actions shall be maintained (see 4.2.4).

7.3.5 Design and Verification shall be performed in accordance with planned
development  arrangements {see 7.3.1) to ensure that the design and
verification development outputs have met the design and development

input requirements. Records of the results of the verification
and any necessary actions shall be maintained (see 4.2.4).

7.3.6 Design and Design and development validation shall be performed in
development  accordance with planned arrangements (see 7.3.1) to ensure
validation that the resulting product is capable of meeting the

requirements for the specified application or intended use,
where known. Wherever practicable, validation shall be
completed prior to the delivery or implementation of the
product. Records of the results of validation and any necessary
actions shall be maintained (see 4.2.4).

7.3.7 Control of Verification shall be performed in accordance with planned
design and arrangements (see 7.3.1) to ensure that the design and
development  development outputs have met the design and development
changes input requirements. Records of the results of the verification

and any necessary acti

B4 EREMBEREERRD 6. Premises 24. It is the responsibility of the BRC to provide an 6.3 Infrastructures The organization shall determine, provide and maintain the
AU TS E IV EMETE environment that is conducive to: infrastructure needed to achieve conformity to product
i) Handling aseptically human—derived biological material to requirements. Infrastructure includes, as applicable,
; prevent contamination during processing and facilitate a) buildings, workspace and associated utilities,
accurate measurement and recording. b) process equipment (both hardware and software), and
ii) Ensuring that dangerous organisms that could be misused ¢) supporting services (such as transport, communication or
are not distributed to unauthorised users, in accordance with information systems).
national law (see Best Practice Guidelines on Biosecurity for
BRCs).

iii) Assuming confidentiality of associated data.
iv) Providing site security.

7. Equipment 25. Cleaning, disinfection/sterilisation and maintenance of
use, laboratory equipment should be performed by ‘authorised and
calibration, trained staff following documented procedures.

testing and 26. Special attention should be paid to the conditions for

maintenance  incubation and storage of biological material.

records 27. Appropriate maintenance and verification procedures for
equipment in BRCs are summarised in Annex 1. The list does
not apply to those BRCs that retain solely formalin—fixed
material.

6.4 Work The organization shall determine and manage the work
environment  environment needed to achieve conformity to product
requirements.
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B15BAICEL2MMAE B Documentatio 28. All documents should be readable and stored in a place
EEE n management where they can easily be located by authorised staff. They
should be conserved in an environment which will avoid
deterioration, fire damage, loss and/or tampering.
29. BRCs should use a data management system that
includes a computerised inventory tracking system with
appropriate security/data—access control safeguards.
30. All BRC procedures should be subject to documentary
management throughout their lifetime.
31. All movements into or out of the collection of biological
material should be documented.
32. Often, human BRCs require that stored biological
material be linkable to the personal genealogical and clinical
data of the donor. It is imperative that security and
confidentiality are respected to address privacy issues. Any
documentation on biomedical data should be kept in secure
cabinets accessible only to authorised personnel.
33. The documentation managed by databases should be
saved, secured and duplicated in a different site.
34. BRCs should develop a disaster plan which includes
appropriate privacy protection for personal information and
equipment.

7.4 Purchasing

7.4.1 Purchasing The organization shall ensure that purchased product conforms
process to specified purchase requirements. The type and extent of

control applied to the supplier and the purchased product shall
be dependent upon the effect of the purchased product on
subsequent product realization or the final product.
The organization shall evaluate and select suppliers based on
their ability to supply product in accordance with the
organization's requirements. Criteria for selection, evaluation
and re-evaluation shall be established.
Records of the results of evaluations and any necessary
actions arising from the evaluation shall be maintained (see
4.2.4).

7.4.2 Purchasing Purchasing information shall describe the product to be
information purchased, including, where appropriate,

a) requirements for approval of product, procedures, processes
and equipment,
b) requirements for qualification of personnel, and
¢) quality management system requirements.
The organization shall ensure the adequacy of specified
purchase requirements prior to their communication to the

supplier.
7.4.3 Checks on The organization shall establish and implement the inspection or
purchased other activities necessary for ensuring that purchased product
products meets specified purchase requirements.

Where the organization or its customer intends to perform
verification at the supplier's premises, the organization shall
state the intended verification arrangements and method of
product release in the purchasing information.

B.1.6 EREMEREEHERDI15. Quality Audit  91. Internal and external audits are necessary to monitor 56 Management

FESLUEE and Quality quality (focus on developing preventative actions and review
Review maintenance), and should be performed regularly and duly
documented.

92. Quality review should be built into the procurement,
processing, testing, storage and delivery of material.

5.6.1 General Top management shall review the organization’s quality
management system, at planned intervals, to ensure its
continuing suitability, adequacy and effectiveness. This review
shall include assessing opportunities for improvement and the
need for changes to the quality management system, including
the quality policy and quality objectives.

Records from management reviews shall be maintained (see
4.2.4)

i5.6.2 Review input  The input to management review shall include information on
a) results of audits,

b) customer feedback,

¢) process performance and product conformity,

d) status of preventive and corrective actions,

) follow-up actions from previous management reviews,

) changes that could affect the quality management system,
and

£) recommendations for improvement.

5.6.3 Review output The output from the management review shall include any
decisions and actions related to
a) improvement of the effectiveness of the quality management
system and its processes,
b) improvement of product related to customer requirements,
and
c) resource needs.
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B.2 S OIUEE, ML, (12.1. Receipt and  56. BRCs should implement safe, documented procedures 7 Product
#E RYBLBLUER handling of for the receipt and storage of humanderived biological realisation
#H biological material that are appropriate to the hazard posed by such

material material. All incoming parcels that contain unknown or
hazardous biological material should be opened in a suitable
containment laboratory or appropriate microbiological safety
cabinet with local facilities for the safe handling and disposal
of biological material. Safety procedures should be laid down
and documented.
57. Conditions of deposit should be determined and agreed
upon, if pertinent, in a material transfer agreement (MTA).
Where deposits are outside the remit of a BRC, suitable
BRGCs should be recommended.
58. The depositor should provide proof that prior informed
consent to collect and deposit the primary human—-derived
biological material in a BRC has been obtained or reasonable
efforts have been taken to obtain such consent (with proof
of ethical review).
59. On deposit of human—derived biological material, BRCs
should record ownership and terms and conditions for further
distribution.
60. A unique identification number should be allocated to the
biological material, which should never be reassigned to other
material even if the original biological material is later
discarded.
61. In any situation in which a BRC has in its possession
information that could identify a donor, such information
should be dissociated from the biological material concerned
and any other associated data.
62. Specific care should be taken to ensure that data in the

B.21 HHAIEBERS LY [12.3. Quality checks 64. BRCs should institute a system of quality control that  i7.1  Planning of The organization shall plan and develop the processes needed
MFEHER on biological  monitors the process of preparation and conservation of product for product realization. Planning of product realization shall be

material samples received. Such a system should also ensure the realisation consistent with the requirements of the other processes of the

quality of the minimum data set generated for each sample quality management system (see 4.1),

received. The quality control methodologies used should In planning product realization, the organization shall determine

reflect the differing nature of the biological material received the following, as appropriate:

(see Appendix 3). In each case, specific quality control a) quality objectives and requirements for the product;

procedures should be laid down and followed. b) the need to establish processes and documents, and to

65. When validating the quality of human—derived biological provide resources specific to the product;

material for specific research applications, BRCs should ¢) required verification, validation, monitoring, measurement,

strive to use as little of the biological material as possible. inspection and test activities specific to the product and the
criteria for product acceptance;
d)} records needed to provide evidence that the realization
processes and resulting product meet requirements (see 4.2.4).
The output of this planning shall be in a form suitable for the
organization's method of operations.

B.2.2 I RELEWE 11.  Preparation of 52. Accurate preparation is one of the fundamental steps in i7.1 Planning of The organization shall plan and develop the processes needed
RE samples the maintenance of biological material product for product realization. Planning of product realization shall be

and should be given special attention. realisation consistent with the requirements of the other processes of the

53. Sample preparation techniques should be stipulated in quality management system (see 4.1).

procedures and operating instructions that In planning product realization, the organization shall determine

should be validated and revised periodically. the following, as appropriate:

54, BRCs should have documented standards and a) quality objectives and requirements for the product;

procedures for all preparations. There should also b) the need to establish processes and documents, and to

be written procedures for updating, approving and adopting all provide resources specific to the product;

documents. c) required verification, validation, monitoring, measurement,

55. Consumable material used should be of a high standard. inspection and test activities specific to the product and the
criteria for product acceptance;
d) records needed to provide evidence that the realization
processes and resulting product meet requirements (see 4.2.4).
The output of this planning shall be in a form suitable for the
organization's method of operations.

B23 HEFBDETE 11.  Preparation of 52. Accurate preparation is one of the fundamental steps in i7.1 Planning of The organization shall plan and develop the processes needed

samples the maintenance of biological material product for product realization. Planning of product realization shall be

and should be given special attention. realisation consistent with the requirements of the other processes of the

53. Sample preparation techniques should be stipulated in quality management system (see 4.1).

procedures and operating instructions that In planning product realization, the organization shall determine

should be validated and revised periodically. the following, as appropriate:

54. BRCs should have documented standards and a) quality objectives and requirements for the product;

procedures for all preparations. There should also b) the need to establish processes and documents, and to

be written procedures for updating, approving and adopting all provide resources specific to the product;

documents. c) required verification, validation, monitoring, measurement,

55. Consumable material used should be of a high standard. inspection and test activities specific to the product and the
criteria for product acceptance;
d) records needed to provide evidence that the realization
processes and resulting product meet requirements (see 4.2.4).
The output of this planning shall be in a form suitable for the
organization's method of operations.

B.24 BHUCEDUN-4EREE 7.1 Planning of  The organization shall plan and develop the processes needed
BFIBIROHONLE product for product realization. Planning of product realization shall be
REBIF realisation consistent with the requirements of the other processes of the

quality management system (see 4.1).

In planning product realization, the organization shall determine
the foliowing, as appropriate:

a) quality objectives and requirements for the product;

b) the need to establish processes and documents, and to
provide resources specific to the product;

¢) required verification, validation, monitoring, measurement,
inspection and test activities specific to the product and the
criteria for product acceptance;

d) records needed to provide evidence that the realization
processes and resulting product meet requirements (see 4.2.4).
The output of this planning shall be in a form suitable for the
organization's method of operations.
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B.2.5 HEDREMEIHE 71 Planning of  The organization shall plan and develop the processes needed
product for product realization. Planning of product realization shall be
realisation consistent with the requirements of the other processes of the
quality management system (see 4.1).
In planning product realization, the organization shall determine
the following, as appropriate:
a) quality objectives and requirements for the product;
b) the need to establish processes and documents, and to
provide resources specific to the product;
¢) required verification, validation, monitoring, measurement,
inspection and test activities specific to the product and the
criteria for product acceptance;
d) records needed to provide evidence that the realization
processes and resulting product meet requirements (see 4.2.4).
The output of this planning shall be in a form suitable for the
organization’s method of operations.
B.26 £YHHORE 13, Preservation 66. For each type of human—derived biclogical material. appropriate 7.5.5 Preservation The organization shall preserve the product during internal
preservation method(s) should be chosen by the BRC based on its own of product processing and delivery to the intended destination in order to
P or on the of the depositor les of e ¥ . . N
technical preservation of applicable material are given in Appendix 4). maintain conformity to requirements. As applicable, preservation
67. BRCs should avoid unnecessary thawing and refreezing of frozen shall include identification, handling, packaging, storage and
biological material. Checks should be in place to assure and validate protection. Preservation shall also apply to the constituent
storage stability. parts of a product.
68. A written procedure should be available for the preservation of
samples by each available means of storage.
69. Storage conditions should ensure that loss of material is prevented.
Where applicable:
i) Storage temperatures should be monitored continuously, and incidents
and alarms should be documented and traceable, in relation to the
biological material involved.
ii) The freezer container should be equipped with an alarm system that
ensures an immediate intervention, 24 hours a day, all year round.
iii) Procedures for transfer in the event of a breakdown should be defined,
including the obligations of staff.
70. An empty functioning freezer should be available in case of single
freezer failure.
71. Validation of the methods and procedures used for preservation should;
be carried out to ensure their reproducibility and reliability by using one of
the following approaches:
i} Performing blind tests.
ii) Calibration.
iii) Comparing the results of the same method performed at different times.
iv) Comparing results obtained with different methods,
v) Comparing the results obtained for the same method performed by
different persons.
vi) Participation in relevant ring trials.
72. The results of the validation of methods and procedures should be
recorded.
73. Where possible, duplicate samples should be made and stored as a
duplicate collection at a separate location.
B.2.7 £ ORIYBL 13. Preservation 66. For each type of human-derived biological material, appropriate i7.5.1 Control of The organization shall plan and carry out production and service
preservation method(s) should be chosen by the BRC based on its production and provision under controlled conditions.
own experience or on the recommendations of the depositor service Controlled conditions shall include, as applicable,
Fexamp‘e5,°f technical preservation of applicable material are given provision a) the availability of information that describes the
in Appendix 4). . . . characteristics of the product,
67. BRCs should avoid unnecessary thawing and refreezing of NN N .
frozen biological material. Checks should be in place to assure and b) the a"a"ab"‘t?’ of work }nstructnons. as necessary,
validate storage stability. ¢) the use of suitable equipment,
68. A written procedure should be available for the preservation of d) the availability and use of monitoring and measuring
samples by each available means of storage. equipment,
69. Storage conditions should ensure that loss of material is e) the implementation of monitoring and measurement, and
prevented. Where applicable: ) the implementation of product release, delivery and post~
i) Storage temperatures should be monitored continuously, and delivery activities.
incidents and alarms should be documented and traceable, in
relation to the biological material involved.
i) The freezer container should be equipped with an alarm system
that ensures an immediate intervention, 24 hours a day, all year
round,
iii) Procedures for transfer in the event of a breakdown should be
defined, including the obligations of staff.
70. An empty functioning freezer should be available in case of
single freezer failure.
71. Validation of the methods and procedures used for preservation
should be carried out to ensure their reproducibility and reliability by
using one of the following approaches:
i) Performing blind tests.
ii) Calibration.
iiiy Comparing the results of the same method performed at different
times.
iv) Comparing results obtained with different methods.
v) Comparing the results obtained for the same method performed
by different persons.
vi) Participation in relevant ring trials.
72. The results of the validation of methods and procedures should
be recorded.
73. Where possible, duplicate samples should be made and stored as’
a duplicate collection at a separate location.
B.28 H T L OWH 14, Supply of
biclogical
material
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14.1. Order
placement

14.2. Availability of
the biological
material
ordered

w

14.3. Information
provided with
the biological
material

supplied

14.4. Packaging

74. BRCs should supply biological material to other BRCs
and public or private institutions for research purposes only.
75. BRCs should pay specific attention to the authentication
of new clients (first orders from new clients should be
received on an order form with the clientis official letterhead
and signed by an authorised person) and of their individual
representative(s). BRCs should provide an appropriate and
protected follow—-up mechanism to maintain adequate
authentication.

76. A material transfer agreement, if pertinent, should be
drawn up between the BRC and the user so the user can be
informed of his/her rights and duties relating to the biological
material or the collection requested (for example, relating to
intellectual property rights, consent, publication, result
reporting requirements, quoting BRC accession numbers in
publication).

77. BRCs should ensure that an appropriate review board
has considered and approved proposed research topics prior
to releasing human—derived biological material for such
purposes.

78. An order should only be accepted when the required
accompanying documentation is completed, signed and
returned.

79. BROs should conduct their operations in accordance
with the Best Practice Guidelines on Biosecurity for BRCs.

80. Human-derived biological material should be dispatched,
where practicable, as soon as possible once necessary
licenses and/or documentation are provided.

81. With biological material of Risk Group 2 (WHO Biosafety
manual, 2004) and higher the BRC should have written and
signed documentation proving the user has the appropriate
authorisation to import and handle such biological material.
82. BRCs should seek to serve the interests of the wider
scientific community, in that material should be made
available to a broad scientific community for use in high
quality research.

83. BRCs should develop a distribution strategy
thataddresses how they will manage possible conflicts
between hold and supply activities in cases of rare and/or
precious samples as well as for those samples that cannot be
replenished.

84, If a biological material cannot be immediately delivered,
the BRC should inform the user of an estimated date of
supply.

85. The BRC should at least provide to the user:

i) A minimum data set according to the type of resource
(See Appendix 2)

i) The repository conditions needed to maintain the
biological material (temperature, medium, culture conditions
etc.).

iii) The transportation conditions.

iv) A safety data sheet in the case of a material containing a
hazardous organism or its derivative, including the
containment level required for handling the biological material,
disposal measures and measures to take in case of spillage.
Human cells, tissues should always be treated as hazardous
unless they are tested for infectious diseases or treated with
an appropriate inactivation measure (e.gfixation with
formaldehyde). The safety data sheet should be mandatory
for any dangerous material and should be included in the
package, together with instructions for handling.

86. In circumstances in which information is supplied that
pertains to a donorsi identity, such information should be
encrypted (type of code depending on procedures previously
determined).

87. The packaging of biological material and its transport by
postal and other transport services are covered by
international and regional agreements and national laws (see
Appendix 6). The BRC should ensure that any changes to
applicable legislation and regulations are implemented in their
procedures.

88. Packages of the human—derived biological materiat
should be labelled according to international rules and have
the appropriate customs declaration, biological hazard label
and import/export permit where appropriate.

89. Human-derived biological material, not known tobe
infectious and derived from a normal risk population may be
sent by (air) mail or other means of transport according to
the Universal Postal Union (UPU) requirements (see
Appendix 6).

90. A BRC should ensure that staff responsible for the
distribution of infectious substances via air have the required
shipper training certificate.
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12.1. Receipt and
handling of
biological
material

56. BRCs should implement safe, documented procedures for
the receipt and storage of humanderived biological material that
are appropriate to the hazard posed by such material. All
incoming parcels that contain unknown or hazardous biological
material should be opened in a suitable containment laboratory
or appropriate microbiological safety cabinet with local facilities
for the safe handling and disposal of biological material. Safety
procedures should be laid down and documented.

§7. Conditions of deposit should be determined and agreed
upon, if pertinent, in a material transfer agreement (MTA). Where:
deposits are outside the remit of a BRC, suitable BRCs should
be recommended.

58. The depositor should provide proof that prior informed
consent to collect and deposit the primary human—derived
biological material in a BRC has been obtained or reasonable
efforts have been taken to obtain such consent (with proof of
ethical review).

59. On deposit of human—derived biological material, BRCs
should record ownership and terms and conditions for further
distribution.

60. A unique identification number should be allocated to the
biological material, which should never be reassigned to other
material even if the original biological material is later discarded.
61. In any situation in which a BRC has in its possession
information that could identify a donor, such information should
be dissociated from the biological material concerned and any
other associated data.

62. Specific care should be taken to ensure that data in the
possession of a BRC is not misused in such a way as to cause
harm to individuals or groups of individuals.

4 Quality
management
system

B31 MEHEEIRT L

8. Documentatio
n management

28. All documents should be readable and stored in a place
where they can easily be located by authorised staff. They
should be conserved in an environment which will avoid
deterioration, fire damage, loss and/or tampering.

29. BRCs should use a data management system that
includes a computerised inventory tracking system with
appropriate security/data-access control safeguards.

30. All BRC procedures should be subject to documentary
management throughout their lifetime.

31. All movements into or out of the collection of biological
material should be documented.

32. Often, human BRGs require that stored biological
material be linkable to the personal genealogical and clinical
data of the donor. It is imperative that security and
confidentiality are respected to address privacy issues. Any
documentation on biomedical data should be kept in secure
cabinets accessible only to authorised personnel.

33. The documentation managed by databases should be
saved, secured and duplicated in a different site.

34. BRCs should develop a disaster plan which includes
appropriate privacy protection for personal information and
equipment.

4.1 General

requirements

The organization shall establish, document, implement and
maintain a quality management system and continually improve
its effectiveness in accordance with the requirements of this
International Standard.

The organization shall

a) determine the processes needed for the quality management
system and their application throughout the organization (see
1.2),

b) determine the sequence and interaction of these processes,
c) determine criteria and methods needed to ensure that both
the operation and control of these processes are effective,

d) ensure the availability of resources and information
necessary to support the operation and monitoring of these
processes,

e) monitor, measure where applicable, and analyse these
processes, and

) implement actions necessary to achieve planned results and
continual improvement of these processes.

These processes shall be managed by the organization in
accordance with the requirements of this International
Standard.

Where an organization chooses to outsource any process that
affects product conformity to requirements, the organization
shall ensure control over such processes. The type and extent
of control to be applied to these outsourced processes shall be
defined within the quality management system.

B.3.2 MERIL/ MHEE
(QA/QC)

8. Documentatio
n management

12.3. Quality checks
on biological
material

28. All documents should be readable and stored in a place
where they can easily be located by authorised staff. They
should be conserved in an environment which will avoid
deterioration, fire damage, loss and/or tampering.

29. BRCs should use a data management system that
includes a computerised inventory tracking system with
appropriate security/data~access control safeguards.

30. Ali BRC procedures should be subject to documentary
management throughout their lifetime.

31. All movements into or out of the collection of biological
material should be documented.

32. Often, human BRCs require that stored biological
material be linkable to the personal genealogical and clinical
data of the donor. It is imperative that security and
confidentiality are respected to address privacy issues. Any
documentation on biomedical data should be kept in secure
cabinets accessible only to authorised personnel.

33. The documentation managed by databases should be
saved, secured and duplicated in a different site.

34. BRCs should develop a disaster plan which includes
appropriate privacy protection for personal information and
equipment.

64. BRCs should institute a system of quality control that
monitors the process of preparation and conservation of
samples received. Such a system should also ensure the
quality of the minimum data set generated for each sample
received. The quality control methodologies used should
reflect the differing nature of the biological material received
(see Appendix 3). In each case, specific quality control
procedures should be laid down and followed.

65. When validating the quality of human~-derived biological
material for specific research applications, BRCs should
strive to use as little of the biological material as possible.
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4.2 Documentatio
n
requirements

4.2.1 General

The quality management system documentation shall include

a) documented statements of a quality policy and quality
objectives,

b) a quality manual,

¢) documented procedures and records required by this
International Standard, and

d) documents, including records, determined by the organization
to be necessary to ensure the effective planning, operation and
control of its processes.
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13. Preservation 66. For each type of human—derived biological material, 4.2.2 Quality manual The organization shall establish and maintain a quality manual
appropriate preservation method(s) should be chosen by the that includes
BRC based on its own experience or on the a) the scope of the quality management system, including
recommendations of the depositor (examples of technical details of and justification for any exclusions (see 1.2),
preservation of applicable material are given in Appendix 4). b) the documented procedures established for the quality
67. BRCs should avoid unnecessary thawing and refreezing management system, or reference to them, and
of frozen biological material. Checks should be in place to c) a description of the interaction between the processes of the
assure and validate storage stability. quality management system.

68. A written procedure should be available for the
preservation of samples by each available means of storage.
89. Storage conditions should ensure that loss of material is
prevented. Where applicable:

i) Storage temperatures should be monitored continuously,
and incidents and alarms should be documented and
traceable, in relation to the biological material involved.

i) The freezer container should be equipped with an alarm
system that ensures an immediate intervention, 24 hours a
day, all year round.

iii) Procedures for transfer in the event of a breakdown
should be defined, including the obligations of staff.

70. An empty functioning freezer should be available in case
of single freezer failure.

71. Validation of the methods and procedures used for
preservation should be carried out to ensure their
reproducibility and reliability by using one of the following
approaches:

i) Performing blind tests.

ii) Calibration.

iii) Comparing the results of the same method performed at
different times.

15. Quality Audit 91, Internal and external audits are necessary to monitor 4.2.3 Control of Documents required by the quality management system shall be
and Quality quality (focus on developing preventative actions and documents controlled. Records are a special type of document and shall be
Review maintenance), and should be performed regularly and duly controlled according to the requirements given in 4.2.4.

documented. A documented procedure shall be established to define the
92. Quality review should be built into the procurement, controls needed
processing, testing, storage and delivery of material. a) to approve documents for adequacy prior to issue,
b) to review and update as necessary and re~approve
documents,

¢) to ensure that changes and the current revision status of

documents are identified,

d) to ensure that relevant versions of applicable documents are

available at points of use,

e) to ensure that documents remain legible and readily

identifiable,

f) to ensure that documents of external origin determined by

the organization to be necessary for the planning and operation

of the quality management system are identified and their

distribution controlled, and

£) to prevent the unintended use of obsolete documents, and to
4.2.4 Control of Records established to provide evidence of conformity to

records requirements and of the effective operation of the quality

management system shall be controlled.

The organization shall establish a documented procedure to

define the controls needed for the identification, storage,

protection, retrieval, retention and disposition of records.

Records shall remain legible, readily identifiable and retrievable.

7.5.2 Validation of  The organization shall validate any processes for production
processes for and service provision where the resulting output cannot be
production and verified by subsequent monitoring or measurement and, as a
service consequence, deficiencies become apparent only after the
function product is in use or the service has been delivered.

Validation shall demonstrate the ability of these processes to
achieve planned results.

The organization shall establish arrangements for these
processes including, as applicable,

a) defined criteria for review and approval of the processes,
b) approval of equipment and qualification of personnel,

¢) use of specific methods and procedures,

d) requirements for records (see 4.2.4), and

e) revalidation.

8 Measurement,
analysis and
improvement

8.1 General The organization shall plan and implement the monitoring,
measurement, analysis and improvement processes needed
a) to demonstrate conformity to product requirements,
b) to ensure conformity of the quality management system, and
¢) to continually improve the effectiveness of the quality
management system.
This shall include determination of applicable methods, including
statistical techniques, and the extent of their use.

8.2 Monitoring and

measurement

8.2.1 Customer As one of the measurements of the performance of the quality
satisfaction management system, the organization shall monitor information
relating to customer perception as to whether the organization
has met customer requirements. The methods for obtaining and

using this information shall be determined.
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8.2.2 Internal audit The organization shall conduct internal audits at planned
intervals to determine whether the quality management system
a) conforms to the planned arrangements (see 7.1), to the
requirements of this International Standard and to the quality
management system requirements established by the
organization, and
b) is effectively implemented and maintained.
An audit programme shall be planned, taking into consideration
the status and importance of the processes and areas to be
audited, as well as the results of previous audits. The audit
criteria, scope, frequency and methods shall be defined. The
selection of auditors and conduct of audits shall ensure
objectivity and impartiality of the audit process. Auditors shall
not audit their own work.
A documented procedure shall be established to define the
responsibilities and requirements for planning and conducting
audits, establishing records and reporting results.
Records of the audits and their results shall be maintained (see
4.2.4).
The management responsible for the area being audited shall
ensure that any necessary corrections and corrective actions
are taken without undue delay to eliminate detected
nonconformities and their causes.
Follow—up activities shall include the verification of the actions
taken and the reporting of verification results (see 8.5.2).

8.2.3 Monitoring and The organization shall apply suitable methods for monitoring
measurement and, where applicable, measurement of the quality management
of pr system pr . These methods shall demonstrate the ability

of the processes to achieve planned results. When planned
results are not achieved, correction and corrective action shall
be taken, as appropriate.

8.2.4 Monitoring and The organization shall monitor and measure the characteristics
measurement  of the product to verify that product requirements have been
of product met. This shall be carried out at appropriate stages of the

product realization process in accordance with the planned
arrangements (see 7.1). Evidence of conformity with the
acceptance criteria shall be maintained.

Records shall indicate the person(s) authorizing release of
product for delivery to the customer (see 4.2.4).

The release of product and delivery of service to the customer
shall not proceed until the planned arrangements (see 7.1) have
been satisfactorily completed, unless otherwise approved by a
relevant authority and, where applicable, by the customer.

8.3 Control of The organization shall ensure that product which does not
nonconforming conform to product requirements is identified and controlled to
product prevent its unintended use or delivery. A documented

procedure shall be established to define the controls and
related responsibilities and authorities for dealing with
nonconforming product.

Where applicable, the organization shall deal with nonconforming
product by one or more of the following ways:

a) by taking action to eliminate the detected nonconformity;

b) by authorizing its use, release or acceptance under
concession by a relevant authority and, where applicable, by the
customer;

¢) by taking action to preclude its original intended use or
application;

d) by taking action appropriate to the effects, or potential
effects, of the nonconformity when nonconforming product is
detected after delivery or use has started.

When nonconforming product is corrected it shall be subject to
re-verification to demonstrate conformity to the requirements.
Records of the nature of nonconformities and any subsequent
actions taken, including concessions obtained, shall be
maintained (see 4.2.4).

8.4 Data analysis The organization shall determine, collect and analyse
appropriate data to demonstrate the suitability and
effectiveness of the quality management system and to
evaluate where continual improvement of the effectiveness of
the quality management system can be made. This shall include
data generated as a result of monitoring and measurement and
from other relevant sources.

The analysis of data shall provide information relating to
a) customer satisfaction (see 8.2.1),

b) conformity to product requirements (see 8.2.4),

¢) characteristics and trends of processes and products,
including opportunities for preventive action

(see 8.2.3 and 8.2.4), and

d) suppliers (see 7.4).

8.5 Improvement

8.5.1 Continuous The organization shall continually improve the effectiveness of
improvement  the quality management system through the use of the quality
policy, quality objectives, audit results, analysis of data,
corrective and preventive actions and management review.

8.5.2 Corrective The organization shall take action to eliminate the causes of
action nonconformities in order to prevent recurrence. Corrective

actions shall be appropriate to the effects of the
nonconformities encountered.
A documented procedure shall be established to define
requirements for
a) reviewing nonconformities (including customer complaints),
b) determining the causes of nonconformities,
c) evaluating the need for action to ensure that nonconformities
do not recur,
d) determining and implementing action needed,
e) records of the results of action taken (see 4.2.4), and
f) reviewing the effectiveness of the corrective action taken.
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8.5.3 Preventive The organization shall determine action to eliminate the causes
action of potential nonconformities in order to prevent

their occurrence. Preventive actions shall be appropriate to the

effects of the potential problems.

A documented procedure shall be established to define

requirements for

a) determining potential nonconformities and their causes,

b) evaluating the need for action to prevent occurrence of

nonconformities,

¢) determining and implementing action needed,

d) records of results of action taken (see 4.2.4), and

e) reviewing the effectiveness of the preventive action taken.

B.3.3 ZBAEZKFIFE(SOPYi5.3. Hygiene and  19. Since human cells may be infected by pathogenic viruses ori4.2.2 Quality manual The organization shall establish and maintain a quality manual

ZaTFI) biosafety other micro—organisms, all staff should follow the procedures that includes
laid down under the appropriate level of containment for human— a) the scope of the quality management system, including
cells being handled, as defined by WHOis Laboratory Biosafety details of and justification for any exclusions (see 1.2),
Manualand as interpreted by national law, regulations and b) the documented procedures established for the quality
policies, to avoid contaminating samples as well as to avoid the management system, or reference to them, and
risk of infection. c) a description of the interaction between the processes of the

20. BRCs should therefore institute procedures that ensure a
suitable and sufficient assessment of the risks to health and
safety to which any person whether employed by BRCs or not
may be exposed through their work. Such procedures should be
reviewed regularly, and changes to such procedures should be
recorded.

21. All staff should follow the procedures laid down under the
appropriate level of containments as defined by the World
Health Organisation and as interpreted by national law,
regulations and policies for micro—organisms that might be
handled knowingly or inadvertently through the handling of
human—derived biological material.

22. Important elements of a safe work place include:

i) Adequate assessment of risks.

i) Provision of adequate control measures.

iti) Provision of health and safety information.

iv) Provision of appropriate training.

v) Provision of adequate individual protection devices.

vi) Establishment of records systems to allow safety audits to
be carried out.

vii) Implementation of current best practices.

23. Best practice requires assurance that correct procedures
are actually being followed and this requires a sound and
accountable safety policy.

quality management system.

7.5.1 Control of The organization shall plan and carry out production and service
production and provision under controlled conditions.
service Controlled conditions shall include, as applicable,
provision a) the availability of information that describes the

characteristics of the product,

b) the availability of work instructions, as necessary,

¢) the use of suitable equipment,

d) the availability and use of monitoring and measuring
equipment,

e) the implementation of monitoring and measurement, and
f) the implementation of product release, delivery and post-
delivery activities.

7.5.2 Validation of  The organization shall validate any processes for production
processes for and service provision where the resulting output cannot be
production and verified by subsequent monitoring or measurement and, as a
service consequence, deficiencies become apparent only after the
function product is in use or the service has been delivered.

Validation shall demonstrate the ability of these processes to
achieve planned results.

The organization shall establish arrangements for these
processes including, as applicable,

a) defined criteria for review and approval of the processes,
b) approval of equipment and qualification of personnel,

c) use of specific methods and procedures,

d) requirements for records (see 4.2.4), and

¢) revalidation.

B4 NAFE—DTT4 53. Hygiene and 19. Since human cells may be infected by pathogenic viruses or
biosafety other micro—organisms, all staff should follow the procedures
laid down under the appropriate level of containment for human-—:
cells being handled, as defined by WHOfs Laboratory Biosafety
Manualand as interpreted by national law, regulations and
policies, to avoid contaminating samples as well as to avoid the
risk of infection.
20. BRCs should therefore institute procedures that ensure a
suitable and sufficient assessment of the risks to health and
safety to which any person whether employed by BRCs or not
may be exposed through their work. Such procedures should be
reviewed regularly, and changes to such procedures should be
recorded.
21. All staff should follow the procedures laid down under the
appropriate level of containments as defined by the World
Health Organisation and as interpreted by national law,
regulations and policies for micro~organisms that might be
handled knowingly or inadvertently through the handling of
human—derived biological material.
22. Important elements of a safe work place include:
i) Adequate assessment of risks.
ii) Provision of adequate control measures.
iii) Provision of health and safety information.
iv) Provision of appropriate training.
v) Provision of adequate individual protection devices.
vi) Establishment of records systems to allow safety audits to
be carried out.
vii) Implementation of current best practices.
23. Best practice requires assurance that correct procedures
are actually being followed and this requires a sound and
accountable safety policy.
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6.

Premises

24. It is the responsibility of the BRC to provide an
environment that is conducive to:

i) Handling aseptically human—derived biological material to
prevent contamination during processing and facilitate
accurate measurement and recording.

i) Ensuring that dangerous organisms that could be misused
are not distributed to unauthorised users, in accordance with
national law (see Best Practice Guidelines on Biosecurity for
BRCs).

iii) Assuming confidentiality of associated data.

iv) Providing site security.

6.3

Infrastructures The organization shall determine, provide and maintain the

infrastructure needed to achieve conformity to product
requirements. Infrastructure includes, as applicable,

a) buildings, workspace and associated utilities,

b) process equipment (both hardware and software), and

¢) supporting services (such as transport, communication or
information systems).

BS ERREIROIES KU
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9.1.

Data

35. BRCs should ensure a minimum amount of information is
available for each accession in the collection (the Minimum Data
Set (MDS)). Additional data may comprise a Recommended Data
Set (RDS). Best practice for what should comprise each data
set is listed in Appendix 2. The MDS should be recorded and
made available.

36. The data should be updated with the most recent
information related to donoris sample (i.e.clinical data, results of
scientific research).

37. Exceptionally, BRCs may accept collections of scientific
value that cannot meet the full MDS and should disclose which
items of the MDS are missing.

38. The data vocabulary used for the BRC catalogue should be
in accordance with an identified thesaurus (e.g.Online Mendelian
Inheritance in Man).

39. A procedure for defining the MDS and RDS for a collection
should be established before the collection is constituted.

40. BRCs should be equipped with information systems that
can handle physical management of samples. This implies a
system that records data on all stages of handling from sampling:
to transfer of all or part of a collection. There should be
traceability of analyses undertaken, as well as of quality controls
and transformations.

41. Identifying (associated) data may be recorded and
transmitted securely, e.gby e~mail or over the Web, only in
accordance with the applicable regulations.

42. Donor identities should be encrypted in databases. The
procedure for coding biological material is paramount to the
protection of the donor’s privacy as well as for allowing
distribution and use for research purposes.

B.5.1 I DB

4.1,

Compliance
with law and
ethics
regulations

10. BRCs must comply with appropriate national and internaticnal
laws, international rules and regulations and should follow the Ethical
Committeeis recommendations concerning use of human—derived
biological materials and ethics.

11. In particular, human BRCs should respect laws and regulations
in the areas of:

i) National certification of Biological Resource Centres, where such
systems may be in place under the responsibility of national
governments.

i) Professional secrecy.

i) Health and Safety (including Good ManagementPractice) or good
manufacturing practice.

iv) Ownership of Intellectual Property Rights (IPR), when applicable.
v) Ethical matters, including, as appropriate, informed consent and
respect for human dignity.

vi) Management of data bases and security of associated data.

vii) Employee safety.

viil) Environmental safety.

ix) Transport legislation, including import and export.

x) Classification of biological material on the basis of hazard (to
take into account the actual or potential infectious status of
human-derived biological material). In particular, BRCs should
comply with (Best Practice Guidelines on Biosecurity for BRCs).
12. When engaged in activities related to the collection and use of
human-derived material, BRCs

should ensure:

xi) The preservation of the donorfs dignity.

xii) The respect for the autonomy of the donor, particularly through
informed consent, up to and including the possibility to withdraw
his/her informed consent when samples and derived data have been
stored in an identifiable manner.

xiii) The right of each individual to decide whether or not to be
informed of the results of research if human-derived biological
material is not anonymous.

xiv) The protection of the confidentiality of data stored or processed
for research purposes.

xv) That the only samples included in a BRC are those for which
enough material for potential future diagnostics and clinical purposes
for the donor and/or his/her family, is available. Biological material
collected withaut informed consent can, however, be distributedby
BROCs so long as such actions have the approval of an ethical
committee in accordance with national regulations.
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