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CEN Technical Specifications (CEN/TS) & ISO Standards for
“Molecular in vitro diagnostic examinations
— Specifications for pre-examination processes ...”
v Why?
 Which?
* Where to get?
* For whom?
 What are they about?
* Do YOU meet the requirments?

BMBWF-10.470/0010-V/3c/2018  Bildung, Wissenschaft
(2018-2023) und Forschung
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CEN TECHNICAL SPECIFICATIONS (CEN/TS)

MOLELCULAR IN VITRO DIAGNOSTIC-EXAMINATIONS — SPECIFICATIONS FOR PREEXAMINATION PROCESSES FOR:

ISO 20184-1: 2018 (former CEN/TS 16826-1), frozen tissue — Part 1: Isolated RNA
ISO 20184-2: 2018 (former CEN/TS 16826-2), frozen tissue — Part 2: Isolated proteins
CEN/TS16826-3: 2018, frozen tissue — Part 3: Isolated DNA

EN ISO 20166-1: 2018 (former CEN/TS 16827-1), FFPE tissue — Part 1: Isolated RNA
EN ISO 20166-2: 2018 (former CEN/TS 16827-2), FFPE tissue — Part 2: Isolated proteins
EN ISO 20166-3: 2018 (former CEN/TS 16827-3), FFPE tissue — Part 3: Isolated DNA

EN ISO 20186-1: 2019, (former CEN/TS 16835-1), venous whole blood — Part 1: Isol.cellular RNA
EN ISO 20186-2: 2019, (former CEN/TS 16835-2), venous whole blood — Part 2: Isol. genomic DNA i
EN ISO 20186-3: 2019, (former CEN/TS 16835-3), venous whole blood — Part 3: Isol. Circ. cell free DNA from plasma

BB BEEH mAA

CEN/TS 17390-1:2020, circulating tumor cells (CTCS) — Part 1: Isolated RNA ‘
CEN/TS 17390-2:2020, circulating tumor cells (CTCS) — Part 2: Isolated DNA JA LJ
CEN/TS 17390-3:2020, circulating tumor cells (CTCS) — Part 3: Preparation for analytical CTC staining- U* Lhd® LML |

hﬂtppm)

\8

CEN/TS 16945:2016, metabolomics in urine, serum and plasma

\2]

CEN/TS 17305:2019, saliva — Isolated human DNA

Funded by: "= Bundesministerium
, BMBVVF-10.470/0010-V/3¢/2018  Bildung, Wissenschaft
Cornelia Stumptner (Med Uni Graz/BBMRI.at/SPIDIA4P) www.iso.org/standard; https://standards.cen.eu (2018-2023) und Forschung 3
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NEW CEN/TS AND ISO STANDARDS

IN THE PIPELINE UNTIL 2020/2021

® 1 CEN/TS for exosomes & extracell. vesicles in venous whole blood —isol. DNA/ RNA / proteins
® 1 CEN/TS for urine and other body fluids — isolated cell free DNA

® 3 CEN/TS for fine needle aspirates - isolated cellular RNA, genomic DNA, proteins

® 1 CEN/TS for venous whole blood - isolated circulating cell free RNA from plasma

® 1 CEN/TS for human specimens — microbiome DNA

® ISO 20166-4 for FFPE tissues - in-situ staining procedures

® 1 1S0 for metabolomics - urine, blood plasma, blood serum

® 11SO for frozen tissue — Part 2: Isolated DNA (to replace CEN/TS16826-3: 2018)

Funded by: "= Bundesministerium
4 BMBWF-10.470/0010-V/3¢/2018  Bildung, Wissenschaft
Cornelia Stumptner (Med Uni Graz/BBMRI.at/SPIDIA4P) (2018-2023) und Forschung
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NEW CEN/TS AND ISO STANDARDS

IN THE PIPELINE UNTIL 2020/2021

Overview & latest pre-analytics standards:
www.spidia.eu/projects/standard-documents

NEWSLETTER

Subscribe to our newsletter to get latest information about our project -
you can unsubscribe any time via the contact function

Email address

SEND

H2020 Project SPIDIA4P, GA No. 733112 www.spidia.eu
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AUSTRIAN [.m
STANDRARDS
- W

AT International Organization for ONR CEN/TS 16826-3
ISﬂ Standardization

WWW.iSO.0rg

National Standardization Bodies* e.g.
AS | - Au St ria n Sta n d a rd S I n St it Ute Muolekuisranalytizche in-vitro-diagnostische Verfahren — Spezifikabionen fiir praanalytizche Prozesse fir

schockgefrorens Gewebeproben — Teil 3: Izolierte DNA
(CEN/TS 16826-3:2018)

TO BE PURCHASED AT

ICS 1110010

C

I € 65,- to 75,- / standard as pdf
— (single user licence)

¢

European Committee for Molecular in vitro diagnostic examinations —

Specifications for pre-examination processes
. for snhap frozen tissue — Part 3. Isolated DNA
WWW.150.018 (CEN/TS 16826-3:2018)

Standardization

Funded by: "= Bundesministerium
* https://standards.cen.eu/dyn/www/f?p=CENWEB:5 BMBWF-10.470/0010-V/3¢/2018  Bildung, Wissenschaft

(2018-2023) und Forschung
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PREANALYTICAL CEN/TS & ISO STANDARDS

SCOPE

“This document gives guidelines on the handling, documentation, storage
and processing of [...] specimens intended for [...] examination during the
pre-examination phase before a molecular assay is performed.

This document is applicable to molecular in vitro diagnostic examinations
including laboratory developed tests performed by medical laboratories
and molecular pathology laboratories. It is also intended to be used by
laboratory customers, in vitro diagnostics developers and manufacturers,
biobanks, institutions and commercial organizations performing

biomedical research, and regulatory authorities.”
Source: 1ISO 20166-3:2018 FFPE - DNA (ASI preview)

Funded by: "= Bundesministerium
BMBWF-10.470/0010-V/3¢/2018  Bildung, Wissenschaft
Cornelia Stumptner (Med Uni Graz/BBMRI.at/SPIDIA4P) (2018-2023) und Forschung
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SCOPE

“This document gives guidelines on the handling, documentation,
storage and processing of [...] specimens intended for [...]

examinatica_during the pre-examination phas fore a molecular

assay is perform

)

Pre-examination = pre-analytical phase

Analytical Post-
hase analytical
. . P Yy

\\,y phase

-'W\M

NGS ’ G=T

G12D

BUVBWF-TO F70/00T0-V/3Cc/2Z0T8 " Briaang, vvissenschart
(2018-2023) und Forschung
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PREANALYTICAL CEN/TS & ISO STANDARDS

SCOPE

“This document give

on the handling, documentation,

storage and processi imens intended for [...]

“shall” - requirement
- recommendation
"may" - permission

| "can" — possibility/capability i by

IS also

Funded by: "= Bundesministerium
BMBWF-10.470/0010-V/3¢/2018  Bildung, Wissenschaft
Cornelia Stumptner (Med Uni Graz/BBMRI.at/SPIDIA4P) (2018-2023) und Forschung
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PREANALYTICAL CEN/TS & ISO STANDARDS

GENERAL CONTENTS
Foreword

NVN-CEN/TS 16826-1:2015

TECHNICAL SPECIFICATION CEN/TS 16826-1 .
SPECFICATION TECHNIQUE Introduction
TECHNISCHE SPEZIFIKATION August 2015
ICS 11.100.10 L] SCOpe
Normative references

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

Terms & definitions

Isolated RNA
O —— R —— General considerations
1alatives Bux DrOCASSLS PAaNAlYqUes DOLY 165 DSSUS & Spezifikationan Kir praaraytische Prozesse fur
congéiation rapice - Parte 1: ARN extrait schockgetrorene Gewabeproden - Ted 1: Ischiene RNS

This Technical Spaciication (CEN/TS) was appeoved by CEN on § July 2015 ‘or provisional appicaton.

membars of CEN wil ba racuasted to sudmit meir
ropean Siardard,

® 000000
o howbdE

_ Outside the laboratory
o b ol e e S S - Specimen collection, processing, stabilization, storage, transport

land, itay, Latvia, LEncania,
ay, Poiand, Porugs, Romania, Siovakia, Siovenia, Spain, Sweden, Swizedand, Turkey and United

s for an EN and to make the CEN/TS avaisbie
icnal

® 6. Inside the laboratory

- Specimen reception, evaluation of the pathology, processing (e.g.
fixation, freezing, tissue processing, embedding, aliquoting,
centriguation), storage,

- Isolation of RNA/DNA/proteins, quantity & quality assessment, storage

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

©2015CEN Al ights of axpiotation in any form and by any maans resenved Ref. No. CENTS 16825-1:2015 £
woridwida for CEN nationa Members.

Annex

BIblIOgraphy Funded by: "= Bundesministerium
11 BMBWF-10.470/0010-V/3¢/2018  Bildung, Wissenschaft

Cornelia Stumptner (Med Uni Graz/BBMRI.at/SPIDIA4P) (2018-2023) und Forschung

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



CONTENT

BLOOD - RNA

5 Outside the laboratory

- Specimen collection
(incl. info about donor, & specimen,
selection of collection device, stabilization
specimen processing and storage)

- Transport

6 Inside the laboratory

- Reception

- Plasma preparation

- Storage (plasma)
6.5 Isolation of RNA
- General information (plasma)

- Quantity & quality assessment of RNA
- Storage of isolated RNA

Cornelia Stumptner (Med Uni Graz/BBMRI.at/SPIDIA4P)
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FFPE Tissue - DNA

5 Outside the laboratory
- Specimen collection
(incl. info about donor & specimen,

specimen processing and storage)
- Transport
6 Inside the laboratory
- Reception
- Fixation of the specimen
- Evaluation of the pathology
- Decalcification
- Processing and paraffin embedding
- Storage (paraffin blocks & sections)
6.8 Isolation of DNA
- General information (FFPE tissue)

- Quantity & quality assessment of DNA
- Storage of isolated DNA
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FROZEN Tissue - DNA

5 Outside the laboratory
- Specimen collection
(incl. info about donor & specimen,

specimen processing and storage)
- Transport
6 Inside the laboratory
- Reception
- Evaluation of the pathology
- Freezing

- Storage (frozen tissue)

6.5 Isolation of DNA

- General information (frozen tissue)

- Quantity & quality assessment of DNA
- Storage of isolated DNA
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5 Outside the laboratory

Chapters Workflow steps Preanalytical variables (examples)

/=1 ||- Specimen Patient Health/disease condition, identity, demographics (age, gender,
k+_='_’ collection ethnicity, etc), BMI, nutrition, stress, physical activity,
medication & treatment, informed consent, etc.

Collection Surgerical procedure, biopsy device, warm and cold ischemia time,
blood collection device, labelling, etc.

Stabilization Stabilization method and solution: freezing, fixation (type of stabilizer,
@ volume/specimen size, duration, temperature) etc.
e el Storage Specimen container, duration, temperature
_— z b - Transport Transport Transport container, duration, temperature

13/09t4mptner et al; Crucial Role of High Quality Biosamples in Biomarker Development; Handbpok of Biomarkers and Precision Medicine (2019)
Zatloukal, Stumptner et al; Biobanks in personalized medicine; Exp Rev Prec Med (2018)


https://www.google.at/url?sa=i&url=https%3A%2F%2Ficon-icons.com%2Ficon%2Fpackage%2F106363&psig=AOvVaw2pdeYMDvf3sXoE0Qs77pOS&ust=1587739460480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCIDew9vk_ugCFQAAAAAdAAAAABAE
https://www.google.at/url?sa=i&url=http%3A%2F%2Ficon-library.com%2Ficon%2Foperation-icon-6.html&psig=AOvVaw3Q7-Pl3kAmjA2y5xoiQ5KT&ust=1587723241521000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCOj4n5Go_ugCFQAAAAAdAAAAABAE
https://www.google.at/url?sa=i&url=https%3A%2F%2Fflyclipart.com%2Fcontainer-ml-screw-cap-clip-art-container-clipart-661302&psig=AOvVaw0c7oalsxlRfzIAxFTc2Bvr&ust=1588682777349000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCKCfl9iemukCFQAAAAAdAAAAABAF
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6 Inside the laboratory

Chapter Workflow steps  Preanalytical variables - examples

- Reception Reception Reception (person, date/time, condition, ...)

- Pathol. evaluation, Specimen Macroscopy/grossing of tissues, sample selection,
fixation, decalcification, processing fixation (duration, condition), decalcification,
processing, embedding / tissue processing, paraffin embedding;

Freezing / freezing method;

Plasma prep

centrifugation, aliquoting, etc.

- Storage Storage

Specimen container, duration, temperature, etc.

- Isolation of DNA/RNA/prot Pre-processing for
analysis & storage
until analysis

- Other pre-processing

Sample region for isolation, (RNA, DNA, protein)
isolation kit/method; quantity & quality assessment,
storage;

sectioning of tissues, deparaffinization, storage, etc.

13/09t4mptner et al; Crucial Role of High Quality Biosamples in Biomarker Development; Handbppk of Biomarkers and Precision Medicine (2019)
Zatloukal, Stumptner et al; Biobanks in personalized medicine; Exp Rev Prec Med (2018)


https://www.google.at/url?sa=i&url=https%3A%2F%2Ficon-icons.com%2Ficon%2Fpackage%2F106363&psig=AOvVaw2pdeYMDvf3sXoE0Qs77pOS&ust=1587739460480000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCIDew9vk_ugCFQAAAAAdAAAAABAE
https://www.google.at/url?sa=i&url=https%3A%2F%2Fwww.freepik.com%2Ffree-icon%2Fdelivery-man-giving-package-man_790246.htm&psig=AOvVaw3FXF5oIn6aA7kXf2rsh38S&ust=1587723660656000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCPCvitmp_ugCFQAAAAAdAAAAABAE
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ADOPT

BBMRI-ERIC”

gateway for health

BBMRI-ERIC”

gatewry for health

SELF-ASSESSMENT SURVEY

Please fill in your contact information:

SERVWICES v DIRECTORY v SCIEMTIFIC COLLAEORATION v BEMRI-ERIC Vv INTRAMET Vv

Access under:

*Name www.bbmri-
| eric.eu/services/self-
*E-mail address
assessment-su rvey/
*Affiliation
*AddressfCountry

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

* |s your organisation located in a BEMRI-ERIC Member/Observer State? 5ee httpZ/fwww_bbmri-eric_euw/national-nodes/
Oves ONo

* Are you in contact with the coordinating office from the National Node in your country? See hitp2fwww_bbmri-eric eu/natio
nodes/

Oives O Mo
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PREANALYTICAL CEN/TS & ISO STANDARDS

NVN-CEN/TS 16826-1:2015

TR T Contain only some details, e.g.

SPECIFICATION TECHNIQUE
EoEEEEEER v * FFPE: Standard buffered formalin
_— = 37 % formaldehyde by mass (corresponding to 40 % by volume)

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

T * Blood: Immediately after blood collection mix tube with stabilizer

os iagnostic maléciiae in Wiro - Spacitcat Molakularanaiische n-witro-diagrostische Verfahren -
V85 BuxX DIOCASSUS PEANalyluEs Pour 163 BSSUS & Spezifikationan Kir praanaytsche Prozesse fr
congéiation rapic - Par RN exiral -hockgelrorane Gewabeprooe Iscliana RNS

Standards # SOP => Documentation

» Basis for QM processes and SOPs

> ldentification of source of variation

it e » Sample exclusion in a cohort selection

EN Al rights of expiotation in any form and by any maans resenved Raf. No. CENTS 16626-1:2015
woridwida for CEN nationa Members.

DIt document Is door NEN ondar licantio verstrakt aan: / This document has basn supplied under licanse by NEN to:
BBMRI-ERIC Secretary BBMAI-ERIC 20150918
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Are you too busy to improve?
We are
too busy
Thank you
Hakan Forss @hakanforss http://hakanforss.wordpress.com
This illustration B inspired by and in part derived from the work by Scott Simmerman, *The
Square Wheels Guy™ http://www.performancemanagementcompany.com/
Funded by: "= Bundesministerium

BMBWF-10.470/0010-V/3¢c/2018  Bildung, Wissenschaft
(2018-2023) und Forschung



