
Navigating the Transition from ISO 
14155:2020 to ISO 14155:2025

Changes and Challenges



Agenda

 ISO 14155 Implementation & Timelines 

 Risk Management in Clinical Investigations

 Suspension and Termination of Clinical Investigations

 ICH E9 (R1) – Estimand Framework in the Context of ISO 14155

 Summary: Transitioning to ISO 14155:2025



IMPLEMENTATION TIMELINES

ISO 14155:1996: 
Transfer of EN 540 
principles to ISO 
platform

2011

EN 540: First harmonised
guidance for device

investigations in the EU

2003

ISO 14155:2011:
Alignment with ICH GCP

and global regulations

ISO 14155-1 / -2:2003:
Detailed trial planning and
documentation

2020

ISO 14155:2025: Future
adaptation to MDR and
global trends

2025

ISO 14155:2020:
Harmonisation with EU

MDR/IVDR and FDA

1993 1996

Implementation – next steps

 Final draft registered for formal approval since March 24th, 2025

 Expected to come into effect in 2025, with transition periods applying



RISK MANAGEMENT

Device & Procedure

 Additional clarity around risk assessment of the medical 
device & study-related procedures

 Only procedures beyond clinical standard need to 
be considered (Section 6.2.1)

 Risk acceptability thresholds to be estimated 
based on the expected incidence of harm

 Risk management for the clinical investigation 
differs from ISO 14971

 Risks also to be evaluated for required procedures 
(Section 7.4.5)

[…] a clinical investigation 

of an investigational medical 

device requires that the residual 

risk(s) related to its use, as 

identified in the risk analysis, as well 

as risk(s) to the subject associated 

with the clinical procedure required 

by the CIP that are additional to 

normal clinical practice […] be 

balanced against the anticipated 

benefits to the subjects.

ISO 14155:2025 – Section 6.2.1



RISK MANAGEMENT
RISK MANAGEMENT PROCESS

 Identify critical processes/data

 Identify risks to these processes/data

 Evaluate risk based on likelihood, impact 

and detectability

 Control or accept risks

 Communicate risks and review continually

 Update risk review periodically

 Report deviation from tolerance limits



RISK MANAGEMENT

ICH Q9 – Quality Risk Management



RISK MANAGEMENT

Risk-Based Approach

The level of effort, 
formality and 

documentation of 
the quality risk 
management 

process should be 
commensurate with 

the level of risk.
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RBQM DOCUMENTATION

TransCelerate Risk Assessment Categorization Tool



RBQM DOCUMENTATION

Key Risk Key Risk 

Indicator

KRI Information 

Source

Imp. Likeli. Detect. Lower 

Limit

Upper 

Limit

Limit Calculation Comment

4.1.1 High number of 

delayed SAE reports 

leading to risk for 

patient safety

Number of 

delayed SAE 

reports

Date of knowledge of 

SAE and date of SAE 

entry in EDC system

4 2 2 5% 10% (Number of 

delayed SAE 

reports at study 

site) / (Number of 

SAEs at study 

site)*100%

SAEs are considered delayed if they 

have not been reported within 24 

hours of awareness.

4.1.2 High frequency 

of eye-related 

adverse events 

indicating 

systematic issues

Number of eye-

related AEs

AE eCRF in EDC 

system

4 3 1 1 3 ((Number of eye-

related AEs at 

study site) / 

(Number of 

patients at study 

site))

4.1.3 High frequency 

of intraoperative 

events indicating 

systematic issues

Number of intra-

operative events

intraoperative 

complications eCRF in 

EDC system

3 3 1 25% 50% ((Number of 

patients with at 

least 1 

intraoperative 

event at study 

site) / (Number of 

patients at study 

site)) *100%



ADVERSE EVENT REPORTING

AE Reporting & Assessment 

Requirements

 Update risk assessment in case safety 
profile deviates from expectation (Section 
7.4.4)

 AE assessment overview updated (Annex F)

 Opportunity for reduced AE recording and 
reporting (Section 7.4.2)

 Rationale to be provided within the CIP

ISO 14155:2025 – Annex F



TERMINATION & SUSPENSION

Termination & Suspension

 Clear distinction and flow-
chart

 Connected to Risk 
assessment and 
observation (thresholds)

 Consider input from 
independent committees

 DMC responsibility 
extended to termination 
& suspension decisions

 Consider if CEC (new – 
Section 6.12) input 
impacts benefit 
assessment

ISO 14155:2025 – Annex H1



STATISTICAL CONCEPTS ISO 14155:2025

Expansion of statistical requirements

 Performance now strongly tied to clinical benefit 
(Section 3.12)

 Non-inferiority margins need to be clinically 
justified (Section A.7)

 Must be smaller than effect size

 Justification for methods to adjust for missingness

 Address bias from imputation (Section A.7)

Standardizing Statistical Descriptions

 Call for utilization of the Estimand framework (ICH 
E9 (R1); Section A.7 and Annex K.2)

 Includes the description of intercurrent events 
and their proposed analysis

Estimand: 

 What is to be 
estimated?

Main Estimator: 

 A method of 
estimation

Main Estimate:

  Numerical result



ESTIMANDS & INTERCURRENT EVENTS

“Events occurring after treatment initiation that affect either the interpretation or the 
existence of the measurements associated with the clinical question of interest. It is 
necessary to address intercurrent events when describing the clinical question of interest in 
order to precisely define the treatment effect that is to be estimated.” 

    (p.19, Glossary ICH E9 (R1), Intercurrent events)

EMA/CHMP/ICH/436221/2017 



PREPARING FOR ISO 14155:2025

How to prepare for the ISO update?

 Understand that ISO 14155 and ICH GCP get more and 
more similar

 Perform gap analysis

 Many of the changes are insignificant – reinforce 
existing requirements

 Still, many companies have not adequately 
implemented ISO 14155:2020

 Use chance to streamline and create opportunity to 
simplify

 Risk-based quality management strongly 
encouraged



You have questions around the conduct of clinical investigations

and the impact of ISO 14155?
 

We are here to help!

Connect after the event! Meet us later!

Booth #21!

GCP-Service International

abeust@gcp-service.com

www.gcp-service.com
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