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This roadmap proposes research
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BBMRI-ERIC History of origins

The Interim Phase 2011-2013

31 January 2011 7 July 2013

Application

I J COMMUNITY LEGALFRAMEWORK FOR A
EUROPEAN RESEARCH INFRASTRUCTURE

. CONSORTIUM (ERIC)

COUNCIL REGULATION (EC) No 723/2009 of 25 June 2009
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f ™\ gateway for health

BBMRI-ERIC 20 Members & Observers

Members (16) Official Observers (4)
Republic of Austria Swiss Confederation
Kingdom of Belgium Republic of Turkey
Czech Republic Cyprus

Republic of Estonia IARC/WHO

Republic of Finland

French Republic

Federal Republic of Germany
Hellenic Republic

Italian Republic

Republic of Malta

Kingdom of the Netherlands —
Kingdom of Sweden
United Kingdom of Great Britain and Northern Ireland
Kingdom of Norway

Republic of Poland

Latvia

ICELAND

wosa  UKRAINE
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BBMRI-ERIC

BBMRI-ERIC Distributed Network

National Nodes
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BBMRI-ERIC Work Programme 2017

WORK PROGRAMME 2014

WORK PROGRAMME 2015

CORE WORK PROGRAMME 2015

8 Work Plans incl. 22 Work Streams

1) Central Executive Management
Office in Graz, Austria

2) Biobank Outreach

3) BBMRI-ERIC Common services

4) Start pan-European and intern.
fundraising efforts

3) Clinical Biobanks

4) Population-based Cohorts
5) Biobank Outreach

6) Expert Centres

e-infrastructure
Finish work from BBMRI-PP

BBMRI»ERICI

WORK PROGRAMME 2016

CORE WORK PROGRAMME 2016

6 Work Plans incl. 15 Work Streams 10 Work Plans incl. 35 Work Streams

1) A new gateway European Biobanks 1) E-Infrastructure

3) Healthcare integrated biobanking
4) Population-based Cohorts
5) Common Services for BBMRI-ERIC

7) Bioimaging
8) Assessment and improvement of BBMRI-ERIC
9) Biobank outreach

10) Continued Work Streams

11) Projects active (9)

BBMRI-ERIC

gateway for health

*
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WORK PROGRAMME 2017
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8 Work Plans incl. 28 Work Streams
1) E-Infrastructure

3) ELSI and Stakeholder Engagement
4) Biomolecular Resources
5) Cohorts
6) Biomedical Imaging
7) Outreach
8) Continued Activities
9) Budget
10) Project Active (12)

http://www.bbmri-eric.eu/publications/
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BBMRI-ERIC

BBMRI-ERIC Sample Quality -

Opinion Paper

quality impi from dream to reality

Lippi G. et al.
Preanalytical quality improvement: from dream to reality.
Clin Chem Lab Med. 2011 Jul; 49(7):1113-26.).

[ ——
i Detection and Q1 i i !
journal homapage: www. slsevisr.comlocterbda
Review Acticle

The ibility of biomedical research: I kel W
Stephen A. Bustin*
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Stephen A Bustin.
The reproducibility of biomedical research: sleepers awake!

":‘ ool @IPLOS | wowoer

Biomolecular Detection and Quantification 2014, pp. 35-42 —

T

The Economics of Reproducibility in
Preclinical Research

Kourn’, Timothy . Simcoe™

@ «
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@ovenacesss

Freedman LP et al.

The Economics of Reproducibility in Preclinical Research. = 7“"“ ey
Plos Biol. 2015 Jun 9;13(6):e1002165.

going forvard.

PLOS Boiogy DOLO.137 ioumel oo 1062185 Juras, 2075 T
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BBMRI-ERIC Sample Quality e

“Pre-analytical errors still account for nearly 60% - 70% of all problems
occurring in laboratory diagnostics, most of them attributable to

mishandling procedures during collection, handling, preparing or
storing the specimens”.

Lippi G. et al. Pre-analytical quality improvement: from dream to reality. Ciin Chem Lab Med. 2011 Jul; 49(7):1113-26.
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BBMRI-ERIC Sample Quality

08/06/17

Variabilities of proteins and phosphoproteins in the pre-
_.analytical phase

DOI 10.1002/prea. 200800001 Proteomics Clin. Appl 2008, 3, 874882

Tissue is alive: New technologies are

Vlﬁ loaded from cli 5, als.org on July 31, 2014. © 2014 American Association for Cancer Research.
|

Virginia Espin
Emanuel F. Pt

' George Mason
? Inova Fairfax H
* Centro di Refer

Instalality of tissue
varialles during tise
room temperature,

Living tissue, ex vy
bypoxic and metabo
reactive stage, prote
suppressed n & my
Proteomic data doa
recognize and addre

Published OnilineFirst June 3, 2014; DOI: 10.1158/1078-0432.CCR-13-1507

Journal of

s o PrOteOmMe —

eresearch

Journal of

Influence of | pelayed Times p rOteO me w’

Biomarkers i Phosphoprotec ] esearch

_Bemsta Sibylle Giindisch,’*
mm’.c Bilge Reischaver, " M Variability of Protein and Phosphoprotein Levels in Clinical Tissue
Giay Babiera”, Isabe and Kad-Friedch Bec Spacimens during the Preanalytical Phase

Ana Maria Gonzalez- ,
h"‘* s "_':"‘""' t"" Sibylle Giindisch,"® Stefanie Hauck, Hakan Smogln.x Christina Schott,”® Christian Viertler,"®
Evotec (Manich). 82152 My orcel Kap,"® Tibor Schuster,” Bilge Reischauer, ®* Robert Rosenberg®¥ Comelis Verhoef®

wation of morpholagic features for moleculzr anal ' PreAsshytX GebH, Feldby v e e AL 2 ¢ SRR

otion o mosph Sh‘: ramapnar et P dogy e | Hans-Joerg Mischinger,” Peter Riegman,"® Kurt Zatloukal,"® and Karl-Friedrich Becker

dinical research. We propose technical solutions Syg b Biotech Cluster my  Institute of Pathology, Technische Universitit Minchen, Trogenstrasse 18, D-81675 Munich, Germany

preservation and specimen quality wa identific v md de, Germany "Research Unit for Protein Science, Helmboltz Zentrum Manchen, Ingolstacdter Landstrasse 1, D-85764 Neuherberg, Germany
stability markens), and (i) using multipurpose fx Syg0y pranck Institute of Bid nstitute of Pathology, Medical University of Graz, Asenbruggerplatz 25, A-8036 Graz, Austria

maintain protens, nuckic adds, and tissue axchit

.w,m'wudrm.ameM.ro.mm,mummmw
1 “institute of Medical Statistics and Epidemiology, Technische Unive Minchen, | ger Strasse 22, D-81675 Munich,
Germany
®Department of Sargery, Klinkum rechts der Isar, Technische Universitit Manchen, Ismaninger Strasse 22, D-$167$ Munich,
Germany

ODivision of Surgical Oncology, Daniel den Hoed Cancer Center, Erasmus Medical Center, P.O. Box 5201, 3008 AE Rotterdam, The
Netherlands

YDepartment of Surgery, Division of General Surgery, Medical Us y of Graz, Avenbruggerplatz 29, A-8036 Graz, Austria
®The SPIDIA Consortium, QIAGEN GmbH, QIAGEN Strasse 1, 40724 Hilden, Germany
© Supporting Information

Technische Universitat Minchen

Reference K-F Becker
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BBMRI-ERIC

BBMRI-ERIC Work Programme 2017 - Quality
Enhance visibility of biobanks and sample collections in s

BBMRI-ERIC DireCtOt‘y « General QM of biobanks « Expert Working Groups
« Quality of the Sample

* Online self assessment

Facilitate Expert Working Groups « 150 Standards (Bicbank surveys
. relevant and Biobank Standard
WG1.2: FFPE and SF Tissue 1SO/TC 276) « Measurement/analysis/
i t strategi
WG3: Venous Whole Blood « CEN/TS Standards 20152016 2016 merevement sRteR e
. I1SO/TC 212 « Q- i
WG4: Metabolomics (sofic212) e | el Q-Servicas
WGS: QMS Of Biobanks « Guidelines/Best Practices
Concept development of a BBMRI-ERIC Audit Programme 2018 -2020 2017
BBMRI-ERIC Enhance visibility
« O-Services consultancy and of quality graded « Submission of self

audit programme, biobanks

« Consultancy assessment report to BBMRI-

Contribution to International Standard Developments * Monitoring/Audit Programme ERIC ‘
. * Quality gradgand mark in
ISO/TC 276 Biotech nOIOgy « BBMRI-ERIC Audit Programme BEMRI-ERIC directory

* Performance indicators

ISO/TC 212 Clinical Laboratory testing
CEN/TS 140 Invitro diagnostics medical devices

2.1.2 Expected Outcomes and Time Plan
H2020-SC1-Project SPIDIA4P

Development of 12 new pre-analytical Standards

Expected outcome Q1 i Q2 i Q3 i Q4

1. Enhance visibility of quality graded biobanks and sample ! o
Global Biobank Week, 13-15 September 2017, Stockholm collections in BBMRI-ERIC Directory
Friday, 15 Sept 2017, 4 — 5.30 p.m. SESSION 10C 2. Concept development of Audit Programme

Quality Assessment: a key factor for successful biobanks and
reproducible science

3. Contribution to international standard developments

4. Maintain Expert Working Group

Foreseen outcomes 2018-2019: Continue 1-4 with a particular focus on the
implementation (if consensus is reached) of the BBMRI-ERIC Audit
Programme.

08/06/17 10



BBMRI-ERIC Quality

Experts Evaluation of QMS for biobanks

OECD best practice guidelines for Biological Resource Centres
WHO/IARC guidelines for biological resource centres for cancer research
NFS 96-900 Certification des Centres de Resources Biologiques

ISBER Best practices for Repositories

ISO 9001:2015

ISO 15189:2012

ISO 17025:2005

ISO 19011:2011

Evaluate already existing Questionnaires, Handbooks and docs

Experts Evaluation of 9 CEN/TS Pre-examination processes

CEN/TS 16826-1, snap frozen tissue — Part 1: Isolated RNA

CEN/TS 16826-2, snap frozen tissue — Part 2: Isolated proteins

CEN/TS 16827-1, FFPE tissue — Part 1: Isolated RNA

CEN/TS 16827-2, FFPE tissue — Part 2: Isolated proteins

CEN/TS 16827-3, FFPE tissue — Part 3: Isolated DNA

CEN/TS 16835-1, venous whole blood — Part 1: Isolated cellular RNA

CEN/TS 16835-2, venous whole blood — Part 2: Isolated genomic DNA

CEN/TS 16835-3, venous whole blood — Part 3: Isolated circ. cell-free DNA from plasma
CEN/TS 16945 metabolomics in urine, serum and plasma

08/06/17

BBMRI-ERIC
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+./'» BBMRI-ERIC I

WORK PROGRAMME 2016

Version 4
QUALITY
CALL FOR TECHNICAL EXPERTS

86 Experts of
18 Member States
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BBMRI-ERIC Work Programme 2017 -

CEN/TS 16826-1, snap frozen tissue — 1: Isolated RNA
CEN/TS 16826-2, snap frozen tissue — 2: Isolated proteins

CEN/TS 16827-1, FFPE tissue — 1: Isolated RNA
CEN/TS 16827-2, FFPE tissue — 2: Isolated proteins
CEN/TS 16827-3, FFPE tissue — 3: Isolated DNA

CEN/TS 16835-1, venous whole blood — 1: Isolated
cellular RNA

CEN/TS 16835-2, venous whole blood -2: Isolated
genomic DNA

CEN/TS 16835-3, venous whole blood — 3: Isolated
circulating cell-free DNA from plasma

CEN/TS 16945: metabolomics in urine, serum and plasma

08/06/17
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Self Assessment

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for snap frozen tissue - Part 1:
Isolated RNA

The integrity of molecule: thu:
Influencing the research results, Standardiaation of the entire process from collectlng sampia t to appllcable
analysis techniques is key.

The European Committee for isation (CEN) published Technical ifications to i i
factors and provide recommendations for the handling, documenta tion and processing of frozen tissue specimens
intended for RNA analysis.

CEN/TS 16826-1:2015 E i inations - ifications for p
for snap frozen tissue - Part 1: lsolated RNA

For further details, please visit the CEN website.

This Self-Assessment-Survey will help you to assess and improve your sample processing.

The colour coding of the following questions asked in this survey indicated by orange that you shall meet given
criterion respectively by blue that you should meet the given criterion.
e feedback on your

True and accurate responses will give you genuine sample collection procedures and will help

you to improve carta procasses in future

Main Contact

1

2)

3)

4)

5)

6)

7)

8)

Overview

9)

10)

Biobank
Name of contact person
E-Mail of contact person
Address

z1p

City

Country

Phone

Biobank type

1CD-10

12
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¢ SEMEESE
BBMRI-ERIC Sample Quality CEN/TS

Scope of CEN/TS

This Technical Specification gives recommendations for the handling,
documentation and processing of specimens intended for
analysis during the preanalytical phase before a molecular assay is
performed.

This Technical Specification is applicable to molecular in vitro
diagnostic examinations (e.g., in vitro diagnostic laboratories,
laboratory customers, developers and manufacturers of in vitro
diagnostics, institutions and commercial organizations performing
biomedical research, : ).

Reference CEN/TS page 5

08/06/17 13
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CEN/TS Snap frozen tissues

NVN-CEN/TS 16826-1:2015
TECHNICAL SPECIFICATION CEN/TS 16826-1
SPECIFICATION TECHNIQUE
TECHNISCHE SPEZIFIKATION August 2015

ICS 11.100.10

English Version

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for snap frozen tissue - Part 1:

Isolated RNA
Tests vitro - Molekularanalytische n-tro-diagrostische Vertahren -
T91atGS 34k D1050S5S prEaNAIIUES Jous 163 15508 & Spezifikationan Kir praaNaYUsChe Prozesse fur
congéiation rapic - Partie 10 ARN extrait schockgefrorare Gewabeproden - Tel 1: Iscliene RNS.

This Technical Spacification (CEN/TS) was approved by CEN on 6 July 2015 for provisional applcation.

The pariod of valdty of this CENITS is limited inftially to three years. Afier two years the membars of CEN will ba racuested to supmit ieir
comments, particularty on the question whather the CEN/TS can be convenac inio & European Standard,

CEN members are recured 1o announce e exstence of this CENITS in the same way as for an EN and to make the CENITS avaisble
sromptly at naticral level in an appropriate form. It is permissitle to keep corfiicting naticnal stardards i force (in paralel to the CENITS)
ursl the firal decision about the pessible conversicn of the CENTS into an EN is reached.

CEN members are the national standarcs bocies of Austia, Beiglum, Bulgania, Croatis, Cyprus, Czech Republic, Darmars, Estona,
Firland, Formar Yugosiav Repubiic of Macedonia, France, Germany, Geeos, Hungary. Iceland, Ireland, italy, Latia, Lihuania,
Luxembourg, Malta, Nemerancs, Norway, Poland, Porugal, Romania, Siovakia, Siovenia, Spain, Sweden, Swizedand, Turkey and United
Kingdom

EUROPEAN COMMITTEE FOR STANDARDIZATION
COMITE EUROPEEN DE NORMALISATION
EUROPAISCHES KOMITEE FOR NORMUNG

CEN-CENELEC Management Centre: Avenue Marnix 17, B-1000 Brussels

©2015CEN Al rights of expiotation in any form and by any means reserved Ref. No. CEN'TS 16826-1:2015 €
worldwida for CEN rational Members.

Dit document Is door NEN onder licentie verstrekt aan: / This document has been supplied under licanse by NEN to:
BBMRI-ERIC Secretary BBMRI-ERIC 20150918

08/06/17

NVN-CEN/TS 16826-2:2015
TECHNICAL SPECIFICATION CEN/TS 16826-2
SPECIFICATION TECHNIQUE

TECHNISCHE SPEZIFIKATION August 2015

ICS 11.100.10

English Version

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for snap frozen tissue - Part 2:
Isolated proteins

Tests do dagnostic malécutairs in viir - Spécifications Melkukarsnalylsche n-iro dagrustsche Vedahren
relatives aux processus préanalytiues pou les tissus & pazifiationan fir peaanalyische Prozasse r
congélation rapide - Partie 2: Protéines exrates y.nwu;elmne Gewebeproben - Teil 2: Isalierie Proteing

This Technical Specfication (CENTS) was approved by CEN on 6 July 2015 for provisional applcation

The period of vaidity of this CENITS is limited initially to three years. After two yesars the members of CEN wil be requested to subenit their
comments, particularly cn the question whether the CENTTS can be converted int  Eurcpean Standard.

CEN members are required to announce the existence of this CENITS in the same way as for an EN and %o make the CENITS availabie
promptly at national lavel in an appropriate form. It is permissibie 1o keep conflicting national standards in %orce {in paraliel to tha CENMS)
until the final dacision about the possibie conversion of the CEN(TS Into an EN is reachad.

CEN membars are the national standards bodies of Austria, Belglll‘ Bulgana, Croatia, Cyprus, Czech Republic, Denmark, Estonia,
Finland, Former Yugaslav Repubiic of Macedonia, France, Ger Grooce, Hungary, Iceland, Ireland, kaly, Latia, Lithuana,
Lineenbours, Maka. Netherands, Novwsy. Pasand, Porugal, Romania, Sovakia, Soveria, Spain, Sweden, Swhzerand, Tukey and United
Kingdom.

‘

ORMALISATION
mwnn FUR NORMUNG

CEN-CENELEC Management Centre: Avanue Marnix 17, B-1000 Brussels

©D2015CEN Al rights of expioitation in any form and by any means reserved Ref. No. CENTS 16626-2:2015 €
worldwide for CEN national Members.

Dit document s door NEN ondor licentie verstrokt aan: / This document has boen supplied under licanse by NEN to:
BBMRI-ERIC Secrotary BBMAI-ERIC 20150818
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CEN/TS FFPE tissues

TECHNICAL SPECIFICATION
SPECIFICATION TECHNIQUE
TECHNISCHE SPEZIFIKATION

CEN/TS 168271

August 2015

ICS 11.100.10

English Version

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for FFPE tissue - Part 1: Isolated
RNA

Tests de diagnostic moléculaire in vitro - Spécifications
relatives aux processus préanalytques pour les tissus
FFPE - Partie 1: ARN extrait

Molekularanalytische in-vitro-diagnostische Verfahren -
Spezificationen far praanalytische Prozesse fir FFPE-
Gewebeproben - Tel 1: Isclierte RNS

Tnis Technical Specification (CENITS) was approved by CEN on 6 July 2015 for provisional application.

The period of validity of this CENITS is limited initially to three years. After two years the members of CEN will be requested to submit their
comments, particularly on the question whether the CEN/TS can be converted into a European Standard.

CEN members are required to announce the existence of this CEN/TS in the same way as for an EN and to make the CEN/TS availadle
promptly at national level in an appropriate form. It is permissible to keep conflicting national standards in force (in parallel to the CEN/TS)
until the final decision about the possible conversion of the CENITS into an EN is reached.

CEN mambars ar the nanalstandards bodas of Ausa, Begu, Buigar, Croalis. Oyprus, Caoch Republc Denmark. Esons,
Finiand, Former Yugosiav Republic of Macedonia, France, Germany, Greece, Hungary, Iceland, Ireland, taly, Latvia, Lithua

Uixarbourg, Malta, Nothariands, Norway. Parand, Portugal, Romania, Siovakia, Sovania, Spain, Swadon. Swizorand, Turkoy and United
Kingdom.

EUROPEAN COMMITTEE FOR STANDARDIZATION
COMITE EUROPEEN DE NORMALISATION
EUROPAISCHES KOMITEE FUR NORMUNG

08/06/17

TECHNICAL SPECIFICATION
SPECIFICATION TECHNIQUE
TECHNISCHE SPEZIFIKATION August 2015

CEN/TS 16827

1CS 11.100.10

English Version

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for FFPE tissue - Part 2: Isolated

proteins
\'ush 6 BAgSIE MOBSUAING N WD - SPECHICAToNs Pour Moakularanalyische n-tro-dagrostache Vertanmn -
s procossusgrdanaicues pou s FFPE - Parta 2 Soeaificationan fir praanalytische Prozasse fir FFPE-
rotéires extrates Gewateproben - Tel 2: Ischiarte Protane

This Technical Speciication (CEN/TS) was approved by CEN on 6 July 2015 for provisional appicaton

The pariod of vaidity of this CEN'TS s imitad initialy 10 thepe yaars. A%r w0 yaars tha membars of CEN wil ba recuested to submit eir
Gomments, particularty an the question whather the CENITS can be converied into a European Standard,

CEN members are recured 1o announce the existence of this CEN'TS in the same way as for an EN and to make the CEN/TS avalable
sromaty at natiera leve  ar agprCgriate form. L5 perm ssitle to Aeep corfichng naticral starcards  force (i para el o the
urél the firsd decision ebout the pessible comversicn of the CENITS nto an EN is reached

CEN members ara tha rational standarcs bocies of Austria, Baiglum, Bulgaria, Croatia, Cyprus, Czech Regubilc, Danmark, Estona,
Firiand, Formar Yugasiav Repubiic of Macedoria, France, Gemmany, Groeos, Hungary. Icalard, Ireland, Itayy. Latva, Linuania,
Luxembourg, Malta, Netherancs, Norway, Poland, Portugal. Romana, Siovakia. Siovenia. Spain, Sweden, Swizedand, Turkey and United
Kingdom.

-
EUROPEAN COMMITTEE FOR STANDARDIZATION

COMITE EUROPEEN DE NORMALISATION
EUROPAISCHES KOMITEE FOR NORMUNG

CEN-CENELEC Management Centre: Avenue Mamix 17, B-1000 Brussels

BBMRI-ERIC

gateway for health

TECHNICAL SPECIFICATION
SPECIFICATION TECHNIQUE
TECHNISCHE SPEZIFIKATION August 2015

CEN/TS 16827-3

ICS 11.100.10

English Version

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for FFPE tissue - Part 3: Isolated
DNA

Tests de diagnostic moléculaire in vitro - Spécifications
relatives aux processus préanalytiques pour les tissus
FFPE - Partie 3: ADN isolé

Molekularanalytische in-vitro-diagnostische Verfanren -
Spezifikationen fur praanalytische Prozesse fur FF
ebeproben - Tel 3: Isolierte DNS

This Technical Specification (CENITS) was approved by CEN on 6 July 2015 for provisional application.

The period of validity of this CENITS is limited initialy to three years. After two years the members of CEN will be requested to suomit their
comments, particularly on the question whether the CEN/TS can be converted into a European Standarc

CEN members are required to announce the existence of this CEN'TS in the same way as for an EN and to make the CEN/TS available
mptly at national level in an appropriate form. Itis permissidie to keep conflicting national standards in force (in parallel to the CENITS)
untl the final decision about the possible conversion of the CENITS into an EN is reached.

CEN members are the national standards bodies of Austria, Beigium, Buigaria, Croatia, Cyprus, Czech Republic, Denmark, Estonia,
Finland, Former Yugoslav Republic of Macedonia, France, Gemany, Greece, Hungary, Iceland, Ireland, italy, Latvia, Lithuania,
Luxembourg, Malta, Netheriands, Norway, Poland, Portugal, Romania, Siovakia, Siovenia, Spain, Sweden, Switzerland, Turkey and United
Kingdom.

L — |

EUROPEAN COMMITTEE FOR STANDARDIZATION
COMITE EUROPEEN DE NORMALISATION
EUROPAISCHES KOMITEE FOR NORMUNG
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CEN/TS Venous whole bloo

TECHNICAL SPECIFICATION CEN/TS 16835-1
SPECIFICATION TECHNIQUE
TECHNISCHE SPEZIFIKATION July 2015
ICS 11.100.10
English Version
in vitro di i inations - ificati for
pre-examination processes for venous whole blood - Part 1:
Isolated cellular RNA
Tass g diagnostc malécusare i wiro - Sphcrcaions Moakiiaransiytischa n-tro-dagrosiache Verdanen -
0105 31X PIOGRSSUS PrOANANTUOS POGF 10 5N Spezthatonen o rsenahtiche Prozssso U e
veinaux otal - Parte 1 ARN oatuao fscié bisprozen - Tei 1. Isolars zelulr NS

™s s o 30May o aopicaton

The pariod of valdity of this CEN'TS s imited intaly 10 thr6e yaars. A%er two yaars tha membars of CEN wil ba racuasted to submit eir
ments, par rardard

CEN mem: NTS for an € CENTS avaisbie
et @ ENTS)

y level 01 an
ursl the fira decision about the possivle conversion of e CENTTS o an EN is reached.
GEN members are the narional standarcs bocies of Austna, Baiglum, Bulgara, Croatia, O och Regubic, Darmark, Estona,

Friend Fomar Yugoses Rapuoko o ecadore France Germany. Craece Hanger. i, nand, R Litvi. Ui
Lxembourg, Mata, Neterancs, Norway, Poiand, Portugal, Romana, Siovakia, Sovenia, Spsin, Sweden, Swazerand, Turkey and United

-
EUROPEAN COMMITTEE FOR STANDARDIZATION

COMITE EUROPEEN DE NORMALISATION
EUROPAISCHES KOMITEE FOR NORMUNG

CEN-CENELEC Management Centre: Avenue Marnix 17, B-1000 Brussels

SWI5CEN AN n yany

y Ref. No, CENITS 16635-1:2015 £
woridwida for CEN rational Members.

aan:/
BBMRI-ERIC Secretary BBMAI-ERIC 20150318

08/06/17
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TECHNICAL SPECIFICATION CEN/TS 16835-2

SPECIFICATION TECHNIQUE

TECHNISCHE SPEZIFIKATION October 2015
1C511.100.30
English Version

in vitro di; ic - Specifications
for pre-examination processes for venous whole blood -
Part 2: Isolated genomic DNA

Spezifisationen fa- prianalytische Prozesse for
vengse Vollblutproben - Tel 2 Isolierte genomische
NS

relatives aux processus pré-analytiques pour le sang.
total veineux - Partie 2: ADN génomique extrait

‘This Technical Specification (CEN/TS) was approved by CEN on 31 August 2015 for provisional application.

will be requested to

The period of validity of this CEN/TS s limited inis
submit iments, par q ENT5 can b convered i 5 Eu’vperu Standard.

CEN d y as for an EN and to make the CEN/TS
ional level It n force (i
EN/TS) ur decision about the CEN/TS into an EN i reached.
bodses of Austria, Belgium, Bulgaris, Croatia, Denmark Estonia,
- Yugosiav Republic of Ma Germany, Greec, Hungary, hkLuul, I-el.md b Lavs L
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TECHNICAL SPECIFICATION
SPECIFICATION TECHNIQUE

CEN/TS 16835-3

TECHNISCHE SPEZIFIKATION October 2015
165 11.100.30
English Version
Mol in vitro di; ic - Specifications

for pre-examination processes for venous whole blood -
Part 3: Isolated circulating cell free DNA from plasma

relatives aux processus pré-analytiques pour le sang - Spezifikationen fi- prisnalytische Prozesse
total veineu - Partie 3: ADN libre circulant extrait du vendse Vollblutproben - Tei 3: Aus Plasma isolierte
plasma sirkulierende zellfreie DNS

This Technical Specification (CEN/TS) was o CEN on 31 August 2015 for proviss licatis

The period of validity of this CEN/TS & ‘members of CEN will be requested to
submit their comments, particularly o e question whathes the GEN/TS can b converted nto 3 European Standard

CEN member N/TS for an EN and to make the CEN/TS
il sonal level It in

EN/TS) unti the CEN/TS into an EN is reached.

of Austria, Belgium, Bulgaria, Croatia, Cyprus, Czech Republic, Denmark Estonia,
7 Vugostav Republic of Mu‘.‘lunn. France, Germany, Greecs Hungay. eeland Tslan,faly. Latvi, Liuaria

3, Malta, Nethert: d, Portugal, R urkey and
United Kingdom.

CEN mes
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COMITE EUROPEEN DE NORMALISATION
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CEN-CENELEC Centre: 17,

©2015CEN Al . Ref. No. CEN/TS 16835-3:2015 E
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CEN /TS for
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metabolomics

NVN-CEN/TS 16945:2016

TECHNICAL SPECIFICATION CEN/TS 16945
SPECIFICATION TECHNIQUE
TECHNISCHE SPEZIFIKATION May 2016

ICS 11.100.10

English Version

Molecular in vitro diagnostic examinations - Specifications
for pre-examination processes for metabolomics in urine,
venous blood serum and plasma

Tests de diagnestic moléculaire in vitro - Spécifications ytische in-vitro-d ische Verfahren
relatives aux processus préanalytiques pour l'analyse - i filr pra tische Prozesse fiir
du métabolome dans I'urine et le sang veineux (sérum Metabelomuntersuchungen in Urin, vendses Blutserum
et plasma) und -plasma

This Technical Specification (CEN/TS) was approved by CEN on 22 March 2016 for provisional application.

The period of validity of this CEN/TS is limited initially to three years. After two years the members of CEN will be requested to
submit their comments, particularly on the question whether the CEN/TS can be converted inte a European Standard.

CEN members are required to announce the existence of this CEN/TS in the same way as for an EN and to make the CEN/TS
available promptly at national level in an appropriate form. It is permissible to keep conflicting national standards in force (in
parallel to the CEN/TS) until the final decision about the possible conversion of the CEN/TS into an EN is reached.

CEN members are the national standards bodies of Austria, Belgium, Bulgaria, Croatia, Cyprus, Czech Republic, Denmark, Estonia,
Finland, Former Yugoslav Republic of Macedonia, France, Germany, Greece, Hungary, Iceland, Ireland, Italy, Latvia, Lithuania,
Luxembourg, Malta, Netherlands, Norway, Poland, Portugal, Romania, Slovakia, Slovenia, Spain, Sweden, Switzerland, Turkey and
United Kingdom.

. — |

EUROPEAN COMMITTEE FOR STANDARDIZATION
COMITE EUROPEEN DE NORMALISATION
EUROPAISCHES KOMITEE FUR NORMUNG

BBMRI-ERIC
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CEN/TS Content structure
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Contents Page
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1 £ oo T o1 5
2 NOrmative referencCes ... s s e s e s 5
3 Terms and definitioNS ... s e e s s a g e e nan 5
4 =T o T=T = LT g E3 T L= - 1o 6
5 Outside the [abOoratory ... s s s se s s s as s ss s saas s aaan 7
51 Primary tissue collection Manual.........cccuiiciiiiini s s 7
5.1.1 Information about the primary sample donor..........cciinir 7
5.1.2 Information on the primary tissue sample.......cccciiirnin i ——— 7
5.1.3 Information on the primary tissue sample processing......c..ccciiirniiicnniin i —————— 8
5.2 TranSPOrt FEQUITEMENTES ......ccciiieeiiiieiiiie s ssssnsss s se s s sssssassas s sesssssesss s ssnasssssssssnssssnnnssasssssssnsssnnnnsssesssnns 8
6 Inside the [abOratory ... s s aas e as 9
6.1 Information on the primary tissue sample receipt..........cccovciiini i —————— 9
6.2 Evaluation of the pathology of the specimen and selection of the sample..........ccccceriiciiicnnicnninns 9
6.3 Cryo-storage of the SPeCIMeN ... 9
6.4 53 (oL Vo L0 =T [T =T 4T o 1P RE 10
6.5 Isolation of the total RNA ... s e s s s s s s ae s s n e as s snnn e 1
6.5.1 General information for RNA isolation procedures .........cccccciiiniinnnnnen s s 1
6.5.2 Using commercial KitS........cccoiiiiniiniiiiinii s sssss s s sssssassssssssss sssssssassssssnnas sssssssassnns 1
6.5.3 Using the laboratories’ own pProtocColSs ... 12
6.6 Quality assessment of isolated RNA .........cccciiiii s s 12
6.7 Storage of isolated RNA..........ooi i s s s s s s s n e e s sann s 12
Annex A (informative) Impact of preanalytical variables on RNA profiles obtained from frozen

liver tissue samples collected during and after routine surgery.......ccccceiiicnniecnniinee s, 13
A1 Comparison of stable and unstable genes identified under ischemic conditions ...........cccceeue 13
A2 Recommendations based on the results ... 15
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BBMRI-ERIC Enhance visibility of
biobanks and sample collections

Self-Assessment Survey

08/06/17

| [ —

g Resize font: [ () enablespecch |
Self Assessment R ©'©

Molecular in vitro diagnostic examinations - Specifications for
pre-examination processes for snap frozen tissue - Part 1:
Isolated RNA

The integrity during primary transport, d processing thus
influencing the research results. of the entire from collecting sample

analysis techniques is key.

for (CEN) published influ
factors and provide the handling, \d processing of frozen tissue specimens.
intended for RNA analysis.
CEN/TS E Molecular in for processes
for snap frozen tissue - Part 1: Isolated RNA
For please visit the
This will help you d improve y ple processing.

‘The colour coding of the following questions asked in this survey indicated by orange that you shall meet given
criterion respectively by blue that you should meet the given criterion.

True and accurate responses will give you genuine. your a d will help

you to improve certain processes in future.

Main Contact
1) Biobank
2) Name of contact person
3) E-Mail of contact person
a) Address
5) 2P
6) city
7 Country
8) Phone
9. 443316349917
Overview
9) Biobank type
10) 10-10

BBMRI-ERIC

gateway for health

BBMRI-ERIC Directory

y2

At G,

ICELAND

2

<RELAND

PORTUGAL

MOROCCO
pa

AND SERBIA

ROMANIA

BULGARI.

UKRAINE
MOLDOVA
o
q
WEORGIA
AZERBAIJAN

TURKEY

KUWKTF'F\
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BBMRI-ERIC Work Programme 2017 - Quality
Service — Self-Assessment Survey (SAS)

RVICES DIRECTORY
O ....... ||
Y MANAGEMENT N

:benprlclk&shr biobanking EOBAN KS

* BBMRI webpage e Biobank internal use
* Request form
* Pre-conditions
* Email contact

¢ Provide link to SAS

e Directory
e Negotiator

(improving processes)

e Biobanks submit report to
BBMRI-ERIC

e BBMRI-ERIC grading
according to
requirements

e Parallel development:
ACCESS via AAI prepared
by CS-IT and MUI

08/06/17 21
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Access to BBMRI-ERIC SAS

BBMRI-ERIC"®

gateway for health

lome - BBMRI-ERIC - Quality Management

QUALITY MANAGEMENT

Standards and best practices for biobanking
recommended
Standardisation

I “Quality Management Services” Flyer

Sharing QM expertise on a European scale

Self Assessment Surveys

Access

08/06/17

SERVICES v DIRECTORY v SCIENTIFIC COLLABORATION v BBMRI-ERIC v INTR

mnrmawonurcn | I T

BIOBANKS BBMIRLERIC”
EUROPE -
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Access to BBMRI-ERIC SAS
http://www.bbmri-eric.eu/BBMRI-ERIC/quality-management/

Self-Assessment Survey

*Please type in your e-mail address

Please please provide us with some information by answering the following
questions:

Is your organisation located in a BBMRI-ERIC Member/Observer state? See
http://www.bbmri-eric.eu/national-nodes/

(Yes (No

Are you in contact with the coordinating office from the National Node in
your country? See http://www.bbmri-eric.eu/national-nodes/

(Yes ()No

Have you purchased the required CEN Technical Specifications as a basis
for your sample handling procedure? See http://www.bbmri-
eric.eu/services/standardisation/

(OYes (No

Please select the required BBMRI-ERIC Self-Assessment Surveys from the
list below:

[C) Specifications for Pre-examination processes for snap frozen tissue -
Part 1: Isolated RNA; CEN/TS 16826-1:2015

08/06/17 23
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Access to BBMRI-ERIC SAS
http://www.bbmri-eric.eu/BBMRI-ERIC/quality-management/

[T Specifications for Pre-examination processes for snap frozen tissue -
Part 2: Isolated proteins; CEN/TS 16826-2:2015

(") Specifications for Pre-examination processes for FFPE tissue - Part 1:
Isolated RNA; CEN/TS 16827-1:2015

(") Specifications for Pre-examination processes for FFPE tissue - Part 2:
Isolated proteins; CEN/TS 16827-2:2015

(") Specifications for Pre-examination processes for FFPE tissue - Part 3:
Isolated DNA; CEN/TS 16827-3:2015

(") Specifications for Pre-examination processes for Venous whole blood -
Part 1: Specifications for Pre-examination processes for Isolated cellular
RNA; CEN/TS 16835-1:2015

() Specifications for Pre-examination processes for Venous whole blood -
Part 2: Isolated genomic DNA; CEN/TS 16835-2:2015

() Specifications for Pre-examination processes for Venous whole blood -
Part 3: Isolated circ. cell-free DNA from plasma; CEN/TS 16835-3:2015

(") Specifications for Pre-examination processes for Metabolomics in urine;
CEN/TS 16945:2016

() Specifications for Pre-examination processes for Metabolomics in serum
and plasma; CEN/TS 16945:2016

Comments

PAWSON .

Type the text

08/06/17

BBMRI-ERIC

gateway for health
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Access to BBMRI-ERIC SAS
http://www.bbmri-eric.eu/BBMRI-ERIC/quality-management/

Dear Peter,
please find the links to the SAS below:

BBMRI-ERIC Self-Assessment Tool (Snap Frozen - Part 1: Isolated RNA)
https://sas.bbmri-eric.eu/surveys/?s=Ho3Gm6aWKP

BBMRI-ERIC Self-Assessment Tool (Snap Frozen - Part 2: Isolated Proteins)
https://sas.bbmri-eric.eu/surveys/?s=s70yS8bLNB

BBMRI-ERIC Self-Assessment Tool (FFPE Tissue - Part 1: Isolated RNA)
https://sas.bbmri-eric.eu/surveys/?s=MSmFDZGTMe

BBMRI-ERIC Self-Assessment Tool (FFPE Tissue - Part 2: Isolated Proteins)
https://sas.bbmri-eric.eu/surveys/?s=5QqglY7FNfn

BBMRI-ERIC Self-Assessment Tool (FFPE Tissue - Part 3: Isolated DNA)
https://sas.bbmri-eric.eu/surveys/?s=qtTD7spZQd

08/06/17 25
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BBMRI-ERIC Audit Programme

Concept development of a BBMRI-ERIC Audit Programme
Start June 2017

e Development of a jointly
owned and used Audit

e Audit preparation
¢ Audit performance
e Audit reporting

¢ Audit follow up

e Directory
e Negotiator

Programme (Audit
preparation, performance,
reporting, follow up) ISO
19011

® Budget

¢ Locate Auditors in the
specific field
¢ Translate Audit Documents

08/06/17 26
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BBMRI-ERIC Observer Liaison to ISO foomm

to the biobank
relevant international standard developments

Expert knowledge of the Working
Group of ISO to the BBMRI-ERIC community and vice versa.

International Standard for Biobanks and Bioresources
ISO/TC 276 ‘Biotechnology’ timeline 2017/2018
* Terminology
* Biobanks human, animal, plant and microorganism resources for R&D
*  Analytical Methods
* Bioprocessing
* Data processing and integration

International Standard for Pre-examination processes
ISO/TC 212 ‘Clinical laboratory testing and in vitro diagnostic test systems’ 2017/2018

08/06/17 27
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BBMRI-ERIC

THE SPIDIA SUCCESS STORY

— 2014: 8 new projects for ISO Standards approved
in ISO/TC 212 ,,Clinical laboratory testing
and in vitro diagnostic test systems”

— 2015: 9 CEN Technical Specifications to be
published

— 2013: 9 new projects approved in CEN/TC 140
,»,In vitro diagnostic medical devices*

— 2010: Start of standardization work

2. Technical Solutions E RNA

EIemnD &~
20 e

1. Problem - Errors in Diagnostics

a—it s — g
k . IHC
Allows hlstomorphology and molecular testing r 1
= Westen
Blot
M Preanalytics M Analytics ® Postanalytics
% ISH

3. Ring-Trials — Blood RNA (I.) and DNA (r.)

European Conference. Standards:
Your Innovation Bridge. Brussels
(2014). SPIDIA Booth.

Zopeee

European

SEVENTH FRAMEWORK
PROGRAMME




WP 2 QUALITY 2017 e

In summary, the main objectives for this project are:

developed with the
European Committee for Standardization (CEN) and implemented in European
countries for in vitro diagnostics in Personalized Medicine:

= 4 new pre-analytical CEN/TS Documents for in venous whole blood circulating
Tumour and Organ Cells (DNA, RNA, Proteins, staining procedures),

= 1 for Venous Whole Blood Exosomes / cell-free circulating RNA,

= 1 for Saliva (DNA),

= 1 for Frozen Tissues (DNA),

= 1 for Urine and other body fluids (cell-free DNA),

= 3 for Fine Needle Aspirates (RNA, DNA, Proteins),

= 1 for Saliva and Stool Microbiomes (DNA).

08/06/17 29



WP 2 QUALITY 2017 e

2 additional new harmonized international pre-analytical standards directly developed with
the International Organization for Standardization (ISO) and implemented in European
countries:

» 1 for FFPE Tissues (in-situ staining procedures),
= 1 for Metabolomics (urine, blood plasma, blood serum).

* Venous Whole Blood: Genomic DNA and cellular RNA, viable PBMC, Cell Free Circulating
DNA(ccfDNA), Cell Free Circulating RNA (ccfRNA), Circulating Tumour Cells (CTCs)

» FFPE tissue : Genomic DNA, RNA, protein
= Frozen tissue: Genomic DNA, RNA, protein
= Saliva: DNA

= Stool: DNA

08/06/17 30
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Quality
Experience
Knowledge

http://www.bbmri-eric.eu/BBMRI-
ERIC/quality-management/
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