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The Vienna Agreement, signed 1991 

 

The Vienna Agreement was drawn up with the 

aim of preventing duplication of effort and 

reducing time when preparing standards.  

 

As a result, new standards projects are jointly 

planned between CEN and ISO.  

 

Wherever appropriate priority is given to 

cooperation with ISO provided that international 

standards meet European legislative and market 

requirements and that non-European global 

players also implement these standards. 

 

: 

Source:  https://www.cencenelec.eu/intcoop/StandardizationOrg/Pages/default.aspx 
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European Molecular Pathology Master 
#The master was chosen as a modality to standardize diagnostic molecular pathology in Europe. 
This is not possible in the specialization schools because of different programs in different countries 
and a low level of plasticity. 
 
# The steering committee of the master (people in charge of molecular pathology initiatives in 
different countries) can modify the program continuously allowing the diagnostic molecular 
pathology to be always updated and standardized. 
 
#The program is based on the already developed experience of the French diploma and the 
evaluation of it based on other existing courses and diplomas in Europe such the ones in 
Netherlands and Germany.  
 
#As today diagnostic molecular pathology is directly connected to diagnostics and treatment, the 
standardization of the analyses is a basic requirement to make them reproducible and 
exchangeable among European health institutions. 
 
#The standardization is based on the European specific projects.  

MOLECULAR PATHOLOGY WG BIOBANKING AND MOLECULAR PATHOBIOLOGY WG 

The Vienna Agreement, signed 1991 

 

The Vienna Agreement was drawn up with the 

aim of preventing duplication of effort and 

reducing time when preparing standards.  

 

As a result, new standards projects are jointly 

planned between CEN and ISO.  

 

Wherever appropriate priority is given to 

cooperation with ISO provided that international 

standards meet European legislative and market 

requirements and that non-European global 

players also implement these standards. 

 

: 

Source:  https://www.cencenelec.eu/intcoop/StandardizationOrg/Pages/default.aspx 

 



Rationale: This Master course is established in response to the extremely urgent need at the European level to perform reproducible and 
exchangeable molecular diagnostic analysis. Today when exchanging a clinical record from one hospital to another we are never sure about 
the same meaning of the molecular diagnostic results. 
This is even more pressing because of the continuously increased use of diagnostic, prognostic and predictive biomarkers, directly related to 
treatment choices.  
Other types of more sophisticated techniques are now used at the molecular level with a continuous rapid development.  
Interpretation of results of diagnostics and clinical research molecular analysis are increasingly complex. 
The master will be open to pathologists.  
Recent decisions taken inside the European Commission Committees (ECIBC) pointed out the importance of clinical research performed 
directly on today patients for today patients and the collection of big data. 
This means the necessity of the development of excellent centers for cancer and the preparation of new professionals. 
Objectives: -EMPM will guarantee practical training in the field of molecular pathology diagnostics and clinical research especially in the 
fields of oncology but also in infectious diseases with a common European language. In the future other issues can be developed. 
-Theoretical and technical aspects will be covered. 
-Diagnostic interpretation will be included for all the main diagnostic areas of pathology. 
-Quality assurance will be one of the main issues to guarantee reproducibility and exchangeability of the results. 
-Bioethical aspects will be considered with evaluation of the different rules in Europe. 
-Bioinformatics and AI aspects will be considered. 
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HERCULES : HETEROGENEITY “Comprehensive characterization and effective combinatorial 
targeting of high-grade serous ovarian cancer via single-cell analysis”. 

A big Thank You goes to . . .   

. . . to the SPIDIA & SPIDIA4P Consortium Members and 

all European and International Partners! 

SPI DI A4P 

Solid Tissues / Tumours 

- FFPE* tissue — Part 1: Isolated DNA (ISO/IS) 

- FFPE tissue — Part 2: Isolated RNA (ISO/IS) 

- FFPE tissue — Part 3: Isolated proteins (ISO/IS) 

- FFPE Tissue – in situ staining including Immunohistochemistry (IHC) (ISO/IS)* 

- Frozen tissue — Part 1: Isolated RNA (ISO/IS) 

- Frozen tissue — Part 2: Isolated proteins (ISO/IS) 

- Frozen Tissue – Isolated DNA (CEN/TS) 

- Fine Needle Aspirates (FNAs) – Isolated DNA (CEN/TS)* 

- Fine Needle Aspirates (FNAs) – Isolated RNA (CEN/TS)* 

- Fine Needle Aspirates (FNAs) – Isolated Proteins (CEN/TS)* 

 

Whole Blood including Liquid Biopsies 

- Venous whole blood — Part 1: Isolated cellular RNA (ISO/IS) 

- Venous whole blood — Part 2: Isolated genomic DNA (ISO/IS) 

- Venous whole blood — Part 3: Isolated circulating cell free DNA Plasma (ISO/IS) 

- Venous whole blood — circulating tumour cells, (CTCs), isolated DNA (CEN/TS)* 

- Venous whole blood — circulating tumour cells, (CTCs), isolated RNA (CEN/TS)* 

- Venous whole blood — circulating tumour cells, (CTCs) , preparation for analytical CTC staining (CEN/TS)* 

- Venous whole blood — Isolated exosomes and isolated nucleic acids therefrom and ccfRNA (CEN/TS)* 

 

Non-invasive Body Fluids 

- Urine and other body fluids — Isolated cfDNA (CEN/TS)* 

- Saliva — Isolated human DNA (CEN/TS) 

- Saliva and stool — Isolated microbiome DNA (CEN/TS)* 

- Metabolomics —  Urine, Whole blood plasma and Serum : International ISO Standard (ISO/IS)* 

Printed in Bold: New SPIDIA4P documents  
* Planned  for NWI voting  
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Figure 1: Required components of a complete integrated and standardized NGS workflow. QC: Quality 
control for each critical step; NA: Nucleic acids 

 
Owerview on NGS workflow modules: 
 

Module 1: Pre-sequencing 

 

a) Specimen collection, NA isolation: 

The initial part of the workflow includes collection of the specimen, storage and transport which is key for success 

in integrating the entire NGS workflow into personalized medicine. If the pre-analytical part is not standardized, 

controlled and documented, it can lead to changes in in the native NA profiles as they were in the patient’s body 

and analyte quality changes, e.g. biased nucleic acid isolation and nucleic acid purity. The net and potentially 

harmful consequence may be the generation of false NGS results, which are not representative of the actual 

condition present in the patient. 

 

Unfortunately, this pre-analytical part still is broadly ignored and is therefore one of the main reasons for issues 

with NGS, including bias and lack of data quality. Most of the large clinical NGS programmes such as NCI-Match, 

UK 100k Genome, CANCER-ID etc. have run into these issues, i.e. assurance of specimen (analyte) stability 

during transport and storage across multiple sites with varying conditions and duration. The choice of specimen 

stabilization technology, duration of storage, and extraction method affects nucleic acid quality with impact on all 

downstream processes, and is key for implementation into routine diagnostic use. Therefore it must be controlled 

and standardized, as already implemented in important European projects such as the HORIZON2020 programme 

for Standardization of generic Pre-analytical procedures for In-vitro Diagnostics for Personalized Medicine 

(SPIDIA4P). Standardization of pre-analytics is key for implementation of NGS in routine diagnostic use, and will 

need to adhere to the EU IVDR New ISO/IS and CEN/TS standards (e.g. for RNA/DNA from FFPE tissue and 

cellular RNA, genomic DNA, circulating cell-free DNA from blood: ISO 20166-1, ISO 20166-3, ISO 20186-1, ISO 

20186-2, ISO/FDIS 20186-3 (under development), CEN/TS 16835-3) which describe requirements for pre-

analytical handling and preservation of analyte quality. Commercial providers have started to address this issue 

with (IVD and RUO) products for stabilization of NA in biological specimens, in particular for genomic DNA and 

RNA from solid tissues, cell-free DNA, genomic DNA and cellular RNA in venous blood. Building these front-
end-systems into future NGS workflows is a major prerequisite for improving NGS test results. 

 

b) Library preparation 

For an optimal link between these pre-analytical workflow steps and the next module of the NGS workflow, which 

is library preparation, the relevant requirements and technical specifications have to be met as well as possible and 

proven by formal verification. These include the nucleic acid quality including but not limited to the required 
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The 7 clinical centres have high experience in different NGS platforms for diagnostics as research purposes as well 

as routine diagnostics (MUG, EMC, CCRI, UNIFI, UNIMIB, UKSH and CLB). They perform between 800 & 

more than 4500 NGS diagnoses/ year/ clinical centre. 

List of sequencing types & technologies used by the clinical centres: 

- Custom Capture panel (hematology), sequencing (Miniseq) 

- TruSight RNA fusion panel - sequencing (Miniseq)  

- Ultradeep sequencing - sequencing (Miniseq) 

- Custom Amplicon panel (hematology) 

-NGS: Ion S5XL 

- 310 Genetic Analyzer 

- Sequenom Mass Array System Agena Bioscience 

- Clinical NGS in DAkkS or Quality Austria-accredited laboratories: Illumina MiSeq, Illumina NextSeq or 

NovaSeq 

- NextSeq, HiSeq 2500/300/4000, PacBio Sequel 

- Oncomine BRA panel, colorectal cancer panel, gastrointestinal stroma tumors panel, oncomine focus panel, and 

oncomine comprehensive panel  

 
3.4 Resources to be committed 
To ensure an efficient implementation and the achievement of the ambitious objectives, Instand-NGS4P will follow 

the PCP financial rules, thus costs for coordination and networking activities represent 30% and PCP 

subcontracting 70% of the total EC requested contribution. 

Each procurer in the buyers group intends to contribute its individual financial contribution to the total budget 

necessary to jointly finance the PCP. 

The tables thereafter provide a description of the resources which are needed to carry out the project. 

 

 

1 

[Instand-NGS4P] template WP18-20 v20180201 
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UoL UK 
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LJUBLJANA  
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Figure 1: Required components of a complete integrated and standardized NGS workflow. QC: Quality 
control for each critical step; NA: Nucleic acids 

 
Owerview on NGS workflow modules: 
 

Module 1: Pre-sequencing 

 

a) Specimen collection, NA isolation: 

The initial part of the workflow includes collection of the specimen, storage and transport which is key for success 

in integrating the entire NGS workflow into personalized medicine. If the pre-analytical part is not standardized, 

controlled and documented, it can lead to changes in in the native NA profiles as they were in the patient’s body 

and analyte quality changes, e.g. biased nucleic acid isolation and nucleic acid purity. The net and potentially 

harmful consequence may be the generation of false NGS results, which are not representative of the actual 

condition present in the patient. 

 

Unfortunately, this pre-analytical part still is broadly ignored and is therefore one of the main reasons for issues 

with NGS, including bias and lack of data quality. Most of the large clinical NGS programmes such as NCI-Match, 

UK 100k Genome, CANCER-ID etc. have run into these issues, i.e. assurance of specimen (analyte) stability 

during transport and storage across multiple sites with varying conditions and duration. The choice of specimen 

stabilization technology, duration of storage, and extraction method affects nucleic acid quality with impact on all 

downstream processes, and is key for implementation into routine diagnostic use. Therefore it must be controlled 

and standardized, as already implemented in important European projects such as the HORIZON2020 programme 

for Standardization of generic Pre-analytical procedures for In-vitro Diagnostics for Personalized Medicine 

(SPIDIA4P). Standardization of pre-analytics is key for implementation of NGS in routine diagnostic use, and will 

need to adhere to the EU IVDR New ISO/IS and CEN/TS standards (e.g. for RNA/DNA from FFPE tissue and 

cellular RNA, genomic DNA, circulating cell-free DNA from blood: ISO 20166-1, ISO 20166-3, ISO 20186-1, ISO 

20186-2, ISO/FDIS 20186-3 (under development), CEN/TS 16835-3) which describe requirements for pre-

analytical handling and preservation of analyte quality. Commercial providers have started to address this issue 

with (IVD and RUO) products for stabilization of NA in biological specimens, in particular for genomic DNA and 

RNA from solid tissues, cell-free DNA, genomic DNA and cellular RNA in venous blood. Building these front-
end-systems into future NGS workflows is a major prerequisite for improving NGS test results. 

 

b) Library preparation 

For an optimal link between these pre-analytical workflow steps and the next module of the NGS workflow, which 

is library preparation, the relevant requirements and technical specifications have to be met as well as possible and 

proven by formal verification. These include the nucleic acid quality including but not limited to the required 
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To develop the activities of validation, communication and dissemination within WP5. OECI has a 
great expertise in communication and dissemination tools: 
#OECI website www.oeci.eu  
#OECI Magazine – bi-annual Published by OECI  
#OECI Yearbook published each year and containing special announcement related to the main activities/project  
#Specific publication of ecancer, the OECI Official Journal - open-access journal (in English and Spanish)  
#Specific Sessions or round tables at the Annual OECI Event: OECI Oncology Days  
#Communicaitons sent to the European Cancer Orgnaisation www.ecco-org.eu  
#Specific pages published on Cancerworld www.cancerworld.net  
#OECI affiliated Review“TumoriJournal”,  https://journals.sagepub.com/home/tmj  
#Concerning the validation process, OECI has already discussed a process of rapid validation of biomarkers, targets 
and methods through the collaboration of OECI Certified Comprehensive Cancer Centres and Clinical Cancer Centres. 
#Possibility to introduce the project results in the OECI accreditation process  



BIOBANKING AND MOLECULAR 

PATHOBIOLOGY WG 



BASIC – TRANSLATIONAL  RESEARCH PROJECTS 

PRELIMINARY RESULTS 

VERIFICATION 

VALIDATION 

INDUSTRY 

Development of BM: Phase I  
BBMRI guarantees networks (probable valid BM - analytical test with well-

established performance characteristics) 

Preliminary kits preparation  
(assay validation)  

Development of BM: Phase II 
OECI guarantees clinical validation 

(known valid BM) 

CLINICAL UTILITY CONSENSUS 

Discovery of BM: Preclinical 
(exploratory BMs– research analysis 
methods) 

HERCULES (EU project 667403) on “Comprehensive characterization 
and effective combinatorial targeting of high-grade serous ovarian 
cancer via single-cell analysis”. 
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- FFPE* tissue — Part 1: Isolated DNA (ISO/IS) 

- FFPE tissue — Part 2: Isolated RNA (ISO/IS) 

- FFPE tissue — Part 3: Isolated proteins (ISO/IS) 

- FFPE Tissue – in situ staining including Immunohistochemistry (IHC) (ISO/IS)* 

- Frozen tissue — Part 1: Isolated RNA (ISO/IS) 

- Frozen tissue — Part 2: Isolated proteins (ISO/IS) 

- Frozen Tissue – Isolated DNA (CEN/TS) 

- Fine Needle Aspirates (FNAs) – Isolated DNA (CEN/TS)* 

- Fine Needle Aspirates (FNAs) – Isolated RNA (CEN/TS)* 

- Fine Needle Aspirates (FNAs) – Isolated Proteins (CEN/TS)* 

 

Whole Blood including Liquid Biopsies 

- Venous whole blood — Part 1: Isolated cellular RNA (ISO/IS) 

- Venous whole blood — Part 2: Isolated genomic DNA (ISO/IS) 

- Venous whole blood — Part 3: Isolated circulating cell free DNA Plasma (ISO/IS) 

- Venous whole blood — circulating tumour cells, (CTCs), isolated DNA (CEN/TS)* 

- Venous whole blood — circulating tumour cells, (CTCs), isolated RNA (CEN/TS)* 

- Venous whole blood — circulating tumour cells, (CTCs) , preparation for analytical CTC staining (CEN/TS)* 

- Venous whole blood — Isolated exosomes and isolated nucleic acids therefrom and ccfRNA (CEN/TS)* 

 

Non-invasive Body Fluids 

- Urine and other body fluids — Isolated cfDNA (CEN/TS)* 

- Saliva — Isolated human DNA (CEN/TS) 

- Saliva and stool — Isolated microbiome DNA (CEN/TS)* 

- Metabolomics —  Urine, Whole blood plasma and Serum : International ISO Standard (ISO/IS)* 

Printed in Bold: New SPIDIA4P documents  
* Planned  for NWI voting  

The Vienna Agreement, signed 1991 

 

The Vienna Agreement was drawn up with the 

aim of preventing duplication of effort and 

reducing time when preparing standards.  

 

As a result, new standards projects are jointly 

planned between CEN and ISO.  

 

Wherever appropriate priority is given to 

cooperation with ISO provided that international 

standards meet European legislative and market 

requirements and that non-European global 

players also implement these standards. 

 

: 

Source:  https://www.cencenelec.eu/intcoop/StandardizationOrg/Pages/default.aspx 

 


