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• Many laboratories are using IH-IVDs 

(often referred to as LDTs)

• But, how many labs are using IH-IVDs or 

how many IH-IVDs are used in labs?

Fact:
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BioMed Alliance
In Vitro Diagnostics Task Force

Main findings IVDR Questionnaire (Jul-Oct 2021)

Results of a survey 

• on current IVD use

• preparedness for the IVDR of diagnostic labs of all disciplines

The Biomedical Alliance in Europe is the result of a unique initiative of 36
leading European medical societies together include more than 400,000
researchers and health professionals.
https://www.biomedeurope.org/images/news/2021/20211206_Findings_IVDR_Questionnaire_final.pdf
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https://www.biomedeurope.org/images/news/2021
/20211206_Findings_IVDR_Questionnaire_final.pdf



Not CE-IVD
48%

CE-IVD
52%

BioMed Alliance
In Vitro Diagnostics Task Force

Average percentage of assays used by respondents

• CE-IVD

• Not CE-IVD:

• CE-IVD with minor       
modifications

• Off-label CE-IVD

• RUO

• IH-IVD/ LDT

The Biomedical Alliance in Europe is the result of a unique initiative of 36
leading European medical societies together include more than 400,000
researchers and health professionals.
https://www.biomedeurope.org/images/news/2021/20211206_Findings_IVDR_Questionnaire_final.pdf
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Case study at a large university hospital laboratory
Leuven Belgium 

11.5 mio results/year 

➢ 97.6%  were generated 
with a CE-IVD method

922 different type of assay

➢ 41,8% CE-IVD

➢ 58,2% Not CE-IVD

https://www.degruyter.com/document/doi/1
0.1515/cclm-2020-0804/html

CE-IVD 
(41,8%)

Not CE-
IVD 
(58,2%)
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• Many laboratories are using IH-IVDs (often referred to as LDTs)

• Why do labs use IH-IVDs?

Fact:
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Case study at a large university 
hospital laboratory 

922 – Assays/ IVD total
537 – „Not CE-IVD“ in use
271 – no CE-IVD available

Diverse reasons!
004 – IH-IVD cheaper

https://www.degruyter.com/documen
t/doi/10.1515/cclm-2020-0804/html

Source:
https://de.freepik.com/vektoren-
kostenlos/sparschwein_2900478.htm#query=s
parschwein&position=8&from_view=keyword
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* improved by IVDR

Analytical performance

Performance of CE-IVD is not good enough*

Expertise/ Trust

Laboratory gains valuable experience with the IH-IVD during development/validation process (e.g. with 
extreme values, correct handling)

Transparency of validation data for CE-IVD is poor*

Handling not clear (bad instructions takes a lot time, trust)*

IH-IVDs are more robust

Disadvantage of CE-IVD: black box, laboratory needs to build up experience/ trust in handling, nearly a whole 
kit needed for a trustworthy verification

Practical reasons

Serial size not fitting

IH-IVD allows multiple tests/samples/matrices (Turnaround time)

Those reasons are not applicable for all CE-IVDs in 
general but led in some cases to the use of IH-IVDsESCCA 2022 - I.Dombrink (UKSH, Kiel, Germany)

Reason for the usage of „Not CE-IVDs“



Cooperation with lab professionals and industry needed!!

• Understand

→ Why laboratories are using IH-IVDs

• Developed by academia the needs of health care 
providers and patients are more likely to be met

• Ideally, development by academia will lead to transfer to 
the industrial sector

• If there is a superior IH-IVD -> everybody should have 
access to it after technology transfer

• unlikely to be the case for all diagnostic tests, 
particularly those which are rare and/or complex

• Best: complementary, co-existence of CE-IVD tests 
provided by the manufacturing sector and IH-IVDs 
developed and used by the academic diagnostic sector

• Acknowledgement

→ The laboratory is the one that can judge the 
importance/ relevance of an IVD in the field/ need 
of IH-IVD
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• Many laboratories are using IH-IVDs (often referred to as LDTs) to

guarantee the best medical care for their patients 

Fact:
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• IH-IVDs need to fulfill Article 5.5 of the IVDR and therefore also the

general safety and performance requirements described in Annex I. 

Questions – A practical approach: 

• What is applicable by when?

• Where to start and which steps to go?

Fact:
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Action 1: Appoint a dedicated team and stay informed

Action 2: Make an assay inventory

Action 3: Obtain regulatory compliance for IH-IVDs

Where to start? How to obtain regulatory compliance?

Lubbers et al., HemaSphere 2021
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Dedicated Team 

• Extra vacancies

• Main responsible person

• Support from within the lab 

− QMS, risk management, validation

Stay informed

• Good publications 

• Video tutorial

Action 1 - Appoint a dedicated team and stay informed
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Action 1 - Appoint a dedicated team and stay informed

Hematology lab in Kiel
• Leader of the Lab: Prof Monika Brüggemann

• Academic laboratory for specialized hematological diagnostics 
• patient care

• reference diagnostics

• translational research

• Accredited according to EN ISO15189 since 2011

• Predominant usage of IH-IVDs 

• (IVDR classification -> class c)

Lubbers, Dombrink et al, 2021
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Action 1 - Appoint a dedicated team and stay informed

Main responsible Isabel Dombrink 

• was hired in August 2020 – Regulatory compliance with IVDR

• phD in Biology; worked as Regulatory Affairs Manager in a global 
pharmaceutical company

IVDR compliance
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Action 1 - Appoint a dedicated team and stay informed

Main responsible Isabel Dombrink 

• was hired in August 2020 – Regulatory compliance with IVDR

• phD in Biology; worked as Regulatory Affairs Manager in a global 
pharmaceutical company

Leader of the lab 
(Prof. M. Brüggemann)

IVDR compliance
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Action 1 - Appoint a dedicated team and stay informed

Main responsible Isabel Dombrink 

• was hired in August 2020 – Regulatory compliance with IVDR

• phD in Biology; worked as Regulatory Affairs Manager in a global 
pharmaceutical company

IVDR compliance

QMS Expert
(N.Dally)

Validation Expert
(A.Schilhabel)

Leader of the lab 
(Prof. M. Brüggemann)
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Action 1 - Appoint a dedicated team and stay informed

IVD task forces:

European
• EHA IVD task force

• BioMed Alliance
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National/German
• AWMF

-> Guidance documents

Why work in IVD task forces?
• to raise awareness for the IVDR and problems connected with IVDR
• to stay informed
• to offer help/guidance to labs

• Symposia/ Webinars (ESLHO, AWMF, EFLM, Mabs)
• Homepages (EHA)
• Paper (AWMF/ BioMed Alliance)
• Questionnaire (BioMed Alliance)



Adapted after Lubbers, Dombrink et al., HemaSphere 2021;5:e568

Action 2: Make an assay inventory

• CE-IVDs used strictly according to 
the manufacturer’s instructions for 
use (IFU); 

• CE-IVDs with minor modifications; 
• Off-label CE-IVDs;  
• Research Use Only kits (RUOs); 
• In-house devices (IH-IVDs)/LDTs.

Understand the grey area!
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(Amended) IVDR implementation timeline 

Dombrink, Lubbers et al., 
HemaSphere 2022ESCCA 2022 - I.Dombrink (UKSH, Kiel, Germany)



Extended transition timelines

May 2022 

• Fulfillment Annex I (general safety and 
performance requirements)

• Not manufactured on an industrial 
scale

• Manufactured an used only within 
health institutions established in the 
Union

May 2024

• Fulfillment Article 5.5 b,c; e-I

May 2028

• Fulfillment Article 5.5. d
Adapted after Lubbers, Dombrink et al., HemaSphere 2021;5:e568

Action 2: Make an assay inventory
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Action 3: Obtain regulatory compliance for IH-IVDs

Understand
IVDR 

requirements
Symposiums Paper

Active in working
groups

Lab specific
Gap analysis

Based on AWMF 
Riskmanagement

guidance*

Based on AWMF 
performance

guidance*

Based on AWMF 
Annex I and ISO 

15189 
comparison doc*

Develop
processes

How to fill the
gaps in your lab?

Risk management
Performance 

evaluation
Check for CE-IVD 

alternatives
Justification of
using IH-IVD

Generate or
update 

documentation
Checklist Annex I

„Technical 
Documentation“*

Declaration of
conformity*

Other - based on 
your gap analysis

Other - based on 
generated
templates

ESCCA 2022 - I.Dombrink (UKSH, Kiel, Germany) *documents generated within AWMF IVD TF



• Templates

• “Technical Documentation”

• Declaration of conformity (with Annex I)

• Guidance docs

• IVDR compliant Risk management

• IVDR compliant Performance evaluation

• Check lists

• Compact IVDR check list 

• Annex I incl. comparison with ISO15189

• Performance evaluation

• Software validation

• Validation Virology/Microbiology

• Validation - chromatograph. – mass spect. methods

• AWMF is a network of Scientific Medical 
Societies in Germany 

• Combines now 180 scientific member 
societies and 3 associated societies from 
alle medical specialties. 

• 2019 –> Ad-hoc Commission „In vitro 
Diagnostic“ 

• Various subgroups with the goal to generate documents that 
help diagnostic labs implement the IVDR 
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Documents generated by AWMF



• Templates

• “Technical Documentation”

• Declaration of conformity (with Annex I)

• Guidance docs

• IVDR compliant Risk management

• IVDR compliant Performance evaluation

• Check lists

• Compact IVDR check list 

• Annex I incl. comparison with ISO15189

• Performance evaluation

• Software validation

• Validation Virology/Microbiology

• Validation - chromatograph. – mass spect. methods
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Documents generated by AWMF

What needs to be done?
How can you do it?
Where to find additional information?

Not mandatory (!) but useful:
ISO 22367:2020
• Medical laboratories – Application of risk 

management to medical laboratories
Annex XIII
• Performance Evaluation, Performance Studies 

and Post-Market Performance Follow-up



• Templates

• “Technical Documentation”

• Declaration of conformity (with Annex I)

• Guidance docs

• IVDR compliant Risk management

• IVDR compliant Performance evaluation

• Check lists

• Compact IVDR check list 

• Annex I incl. comparison with ISO15189

• Performance evaluation

• Software validation

• Validation Virology/Microbiology

• Validation - chromatograph. – mass spect. methods
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Documents generated by AWMF

What is applicable for IH-IVDs?
Interpretation help
Further information
2nd tab comparison Annex I with ISO15189



IVDR requirement ISO 15189 requirement

Keep in mind!
ISO 15189 <-> Process
IVDR <-> Product
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IVDR requirement ISO 15189 requirement

Keep in mind!
ISO 15189 <-> Process
IVDR <-> Product
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Action 3: Obtain regulatory compliance for IH-IVDs

Understand
IVDR 

requirements
Symposiums Paper

Active in working
groups

Lab specific
Gap analysis

Based on AWMF 
Riskmanagement

guidance*

Based on AWMF 
performance

guidance*

Based on AWMF 
Annex I and ISO 

15189 
comparison doc*

Develop
processes

How to fill the
gaps in your lab?

Risk management
Performance 

evaluation
Check for CE-IVD 

alternatives
Justification of
using IH-IVD

Generate or
update 

documentation
Checklist Annex I

„Technical 
Documentation“*

Declaration of
conformity*

Other - based on 
your gap analysis

Other - based on 
generated
templates
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1

• Use the ISO15189 comparison list to find out if an IVDR requirement is
comparable to an ISO15189 requirement

2

• If yes, you can use your ISO15189 accredition checklist where you have listed how
the ISO15189 requirement is fullfilled in your lab

3
• Open your specific document and check the content against the IVDR requirement

4

• If needed, implement a new (or update a) process and update this document to 
fullfill also the IVDR requirement

5
• Use Checklist also for documentation
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Action 3: Obtain regulatory compliance for IH-IVDs



Compliance with Annex I Compliance with Article 5.5
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Action 3: Obtain regulatory compliance for IH-IVDs



Official Documents

Regulation (EU) 2017/746 on in vitro diagnostic medical devices (IVDR)

https://eur-lex.europa.eu/eli/reg/2017/746/oj

Amending Regulation (EU) 2017/746 as regards transitional provisions

https://eur-lex.europa.eu/legal-
content/DE/TXT/PDF/?uri=CELEX:52021PC0627&qid=1634548387194&from=EN

MDCG guidance documents

https://ec.europa.eu/health/md_sector/new_regulations/guidance_en

Useful Websites

Webpage AWMF ad-hoc-Commision

https://www.awmf.org/die-awmf/kommissionen/nutzenbewertung/ad-hoc-kommission-
bewertung-von-medizinprodukten/ad-hoc-kommission-in-vitro-diagnostik.html#c1723

ESLHO Website – useful resources i.e. ESLHO IVDR tutorials for diagnostic labs

https://eslho.org/ivdr/useful-resources/

BioMed Alliance

BioMed Alliance - Task Force on In Vitro Diagnostics (biomedeurope.org)

EHA Website

https://ehaweb.org/advocacy/ivdr/
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Thank you!

Questions? 
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Isabel.dombrink@uksh.de


