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1. Introduction

The UMCNL (formerly NFU) guideline “Quality Assurance of Research Involving Human Subjects”
defines the minimum requirements human research must meet at the UMCs. These requirements are
based on current laws and regulations and national and international guidance, including the interna-
tional Good Clinical Practice guideline of the International Council for Harmonisation (ICH-GCP EB6).

A new version of this guideline, version R3 (ICH-GCP R3) came into effect on 23 July 2025. This version
involves a limited number of changes and new insights compared to the requirements in the current
UMCNL quality standard (September 2023 version). This addendum provides an overview of the most
important changes and new insights.

2. Education

The educational requirements remain unchanged under the ICH-GCP R3. Supplementary ICH-GCP
R3 training is required additionally for investigators and research staff involved in research with medi-
cinal products, or if a research protocol states that the study is being performed in accordance with
GCP. The Sponsor can also require that ICH-GCP R3 training is followed.

The current guideline contains an outdated link to the BROK Education and Examination regulations
(in Dutch: OER). The current link is: https://en.umcmedewerkers.nl/knowledgebase/brok/

3. Quality management

There are no substantial changes further to the ICH-GCP R3. Follow the institutional policies and pro-
cedures for quality management.

4. Risk management

ICH-GCP R3 describes a number of additional key points and introduces new terminology for research
risk management. The following aspects are the most relevant:

¢ Risk Identification

Risk identification should include the risks associated with the use of computerised systems (elec-
tronic systems or electronic data collection). This includes systems used for trial design, partici-
pant selection, the informed consent process, randomisation, blinding, investigational product
administration and data management.

¢ Risk Communication

The Sponsor should communicate the identified risks and corresponding mitigating activities, if
applicable, to all those who are involved. This can be done by sharing the results of any risk evalu-
ations, as laid down in e.g. a Risk Management Plan (RMP).

* Risk Reporting

The Sponsor should summarise important quality issues and actions taken and report these to the
reviewing ethics committee in the clinical trial report after the end of the study, if applicable.


https://en.umcmedewerkers.nl/knowledgebase/brok/ 
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5. Monitoring

ICH-GCP R3 focuses more and expands on the use of centralised monitoring, as described in the se-
cond paragraph of section 5.2.2.

“The conduct can also be verified by analysing the collected data for trends, missing data,
outliers and/or inliers. Using the analysis results, monitoring can be targeted better, for exam-
ple when choosing which research site to monitor and/or which source documentation requi-
res[TW1.1] verification. Prompt entry of data in an eCRF is a precondition for this.”

Section 5.2.3 describes the various types of monitoring visits. ICH-GCP R3 more explicitly describes

site selection as an activity that can be performed e.g. by a monitor. This can be used while selecting
study sites to improve assessment of the feasibility of the study. The selection can also be performed
and/or supported through the use of study-specific site-selection questionnaires.

These new insights are consistent with the risk-based approach for monitoring as intended in ICH-
GCP R3.

6. Auditen

According to ICH-GCP R3, audits should be risk-based and performed in accordance with documen-
ted procedures by a qualified auditor. Audits can be performed on-site as well as remotely.

7. Contracts and liability

The ICH-GCP R3 considers external parties as either participating sites or service providers.

The Sponsor should maintain a proportional (risk-based) overview of all service providers involved in
the study. This means that:
* The Sponsor maintains at least the following records: the contract with the service provider and
information about the standard procedures and quality assurance of the service provider;
* A process has been created to report service provider deviations and/or incidents relating to the
work instructions or procedures to the Sponsor;
* There is a process to monitor the quality of delegated activities during the study.

These provisions are consistent with the broader emphasis in ICH-GCP R3 on transparency and quali-
ty assurance in collaboration with external parties.

8. Data and Safety Monitoring Board

ICH-GCP R3 exclusively uses the term Independent Data Monitoring Committee (IDMC). However, the
term Data Safety Monitoring Board (DSMB) remains applicable within the Clinical Trials Regulation
(CTR). Both terms refer to an independent committee that monitors participant safety and study data
integrity.
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9. Data management

ICH-GCP R3 emphasises the need for research to deliver reliable results. Processes and electronic
systems should support this in a proportional, risk-based manner.

ICH-GCP R3 stimulates responsible use of innovative electronic systems, including data acquisition
tools, provided they are validated and fit-for-purpose.

A new section in ICH-GCP R3 further emphasises data governance. This means that the Sponsor and
Principal Investigator should safeguard the integrity, traceability and security of all study data during
the entire data life cycle. This includes the following:

¢ Managing electronic systems;

* Guaranteeing critical processes (such as randomisation and blinding);

* Recording metadata during data collection.

10. Management and Archiving

There are no substantial changes further to the ICH-GCP R3.
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Appendices

Appendix 2 - UMCNL guideline for risk-based monitoring of research subject to the WMO.

Supplementary information has been provided in the passage on supporting departments: Verification
of the procedures (e.g. training, manuals, storage, temperature etc.) of internal and external service
providers involved in primary or significant secondary endpoints should be included in the study-spe-
cific monitoring plan, except where accredited service providers perform routine activities.

There are no other changes in the table.

Centralised monitoring can also be considered as an additional form of monitoring, if this adds value
to the study. This form of monitoring can be described and justified in the study-specific monitoring
plan. This should take any institutional policies on the use of centralised monitoring into considerati-
on.

Abbreviations and Terminology

Adverse Drug Reaction (ADR)
In the pre-approval clinical experience with a new investigational product or its new usages (particu-
larly as the therapeutic dose(s) may not be established yet):

Unfavourable and unintended responses, such as a sign (e.g., laboratory results), symptom or disease
related to any dose of a medicinal product where a causal relationship between a medicinal product
and an adverse event is a reasonable possibility.

The level of certainty about the relatedness of the adverse drug reaction to an investigational pro-
duct will vary. If the ADR is suspected to be medicinal product-related with a high level of certainty, it
should be included in the reference safety information (RSI) and/or the Investigator’s Brochure (IB).

For registered/marketed medicinal products:

Aresponse to a drug that is noxious and unintended and that occurs at doses normally used in hu-
mans for prophylaxis, diagnosis or therapy of diseases or for modification of physiological function.

Computerised systems validation

A process of establishing and documenting that the specified requirements for a computerised sys-
tem can be consistently fulfilled from design until decommissioning of the system or transition to a
new system. The approach to validation should be based on a risk assessment that takes into con-
sideration the intended use of the system and the potential of the system to affect trial participant
protection and the reliability of trial results.

Data Acquisition Tool

A paper or electronic tool desighed to collect data and associated metadata from a data originator in
a clinical trial according to the protocol and to report the data to the Sponsor. The data originator may
be a human (e.g., the participant or trial staff), a machine (e.g., wearables and sensors) or a computer
system from which the electronic transfer of data from one system to another has been undertaken
(e.g., extraction of data from an electronic health record or laboratory system).
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Data Integrity
Data integrity includes the degree to which data fulfil key criteria of being attributable, legible, con-
temporaneous, original, accurate, complete, secure and reliable such that the data are fit for purpose.

Essential documents
Wherever the UMCNL Guideline Quality Assurance [TW3.1]of Research Involving Human Subjects
refers to essential documents, the intention is to mean: essential documents and data.

Essential documents and data can be stored both on paper and digitally. Documents and data that
were originally digital can be stored digitally.

If a document requires a signature, this can also be a validated “electronic signature”, provided this is
permitted by local policies and, if applicable, the study protocol.

Metadata

The contextual information required to understand a given data element. Metadata is structured infor-
mation that describes, explains or otherwise makes it easier to retrieve, use or manage data. For the
purpose of this guideline, relevant metadata are those needed to allow the appropriate evaluation of
the trial conduct.

Reference Safety Information

Contains a cumulative list of adverse drug reactions (ADRs) that are expected for the investigational
product being administered to participants in a clinical trial. The Reference Safety Information (RSI) is
included in the Investigator’s Brochure or alternative documents according to applicable regulatory
requirements. Refer to ICH E2F Development Safety Update Report for more information about RSI.

Service Provider

A person or organisation (commercial, academic or other) providing a service used by either the spon-
sor or the investigator to fulfil trial-related activities. In previous versions of guidelines and in practice,
this term was often referred to as “vendor”.

Sponsor-Investigator

An individual who both initiates and conducts, alone or with others, a clinical trial, and under whose
immediate direction the investigational product is administered to, dispensed to or used by a partici-
pant. The term does not include any person other than an individual (e.g., the term does notinclude a
corporation or an agency). The obligations of a sponsor-investigator include both those of a sponsor
and those of an investigator.

Source records
Original documents or data (which includes relevant metadata) or certified copies of the original do-
cuments or data, irrespective of the media used.
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Colophon Addendum

This guideline was published by UMCNL. For more information, please contact the UMCNL via umc-
nl@umcnl.nl.

With input from: UMCNL Working Group Quality Assurance:

e Soumia Aammari, Research Policy Advisor (Erasmus MC)

¢ Dr Jacqueline van Dalen, Senior Clinical Research Associate (Clinical Monitoring Center,
Amsterdam UMC)

* Marian Janson, Advisor Quality of Research (LUMC)

¢ Irene Jonkers, MSc, Research Office Staff Member (UMC Utrecht)

¢ Denise Mailly, MSc, Senior Research Consultant, Service Desk Clinical Research Office (UMCG)
* Dr Arjan Nooteboom, Research Consultant (Radboudumc)

* Ramon Pikaart, MSc, Manager Research Project Support (MUMC+/CTCM)

¢ Engelien Septer-Bijleveld, BSc, Senior Project Manager (Julius Clinical)

Review and input:
e UMCNL Platform Clinical Research,
¢ UMCNL Working Group Data Management.

This is an addendum to the fourth version of the Guideline Quality Assurance of Research Involving
Human Subjects. We want to thank all former authors, co-authors and former working group mem-
bers for their contributions to the previous versions.



