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Overview

• Background and MHRA approach 

• Risk Assessment in Clinical Trials 

• Risk Proportionate Trial Oversight and Monitoring

• Clinical Trials Regulation and the future



Background

• The need for a proportionate approach to 

regulation of clinical trials came from a number of 

directions in the UK:

–Non-commercial researchers

–Revision of the Clinical Trials Directive

–Plan for Growth

–AMS report



Perceptions

• ‘one size fits all’

• CTA application process is bureaucratic and 

complex

• On-site monitoring and full SDV are required for 

all trials

• All AEs must be recorded and reported by the 

investigator to sponsor

• All ICH E6 documents must be in Trial Master 

File



Obstacles to Proportionate 

Approach

• There is already scope for adaption in current 

legislation, however there is a reluctance to 

utilise it, possibly because?

• Risk averse research community

• Commercial model fitted to non-commercial model 

(one size fits all)

• Regulatory requirements may be poorly understood 

or over-interpreted

• Little published guidance 

• Fear of a negative inspection outcome



UK Approach to Risk Adaption

• Ad hoc working group including MHRA (GCP and CTU [Martyn 

Ward]), Department of Health and MRC created a sub-group to look 

at risk stratification and one work stream was on risk adapted 

approaches

• The final document includes a simple risk stratification based on the 

IMP and guidance on a customised risk assessment

• MRC/DH/MHRA Risk Adapted Approach (issued March/October 

2011) and Clinical Trial Notification Scheme (April 2011) 

https://www.gov.uk/guidance/clinical-trials-for-medicines-apply-for-

authorisation-in-the-uk



• Work within current legislation/guidance

• Identified what can be done differently/less of 

(ADAPT) for certain types of trial

– Application process

– Conduct of the trial

• Developed and piloted tools & guidance

• Correct(ed) some of the wrong perceptions

UK Approach to Risk Adaption



UK Approach to Risk Adapted

• Focus on risks inherent in the protocol to

– Participant safety due to the trial intervention (the IMP) and to the clinical 

procedures

– Participant rights due to inadequacy of the consent process or due to 

failure to protect participant data

– Reliability of trial results

Site facilities, staff training/experience, finance etc. not addressed in the 

document, but should be by sponsor



UK Approach - Risk 

Assessment

• Two approaches needed:

1. Stratified

Risks related to the IMP status

2. Customised

Risks related to trial design and methodology

IMP Risk category has implications for all of the

individual risks associated with a trial, but does not

determine all of them – a full risk assessment needs to 

be completed



Stratified approach 

• Assess risk associated with IMP status

• Assess risk in relation to normal standard care





Trial Notification

• Categorisation to Type A trials - CTA notification only to 
MHRA

– Default approval after 14 days

– Limited triage/assessment internally

– Potential to object to Notification – full 
assessment

– Amendments  

» Not substantial if within SmPC (Type A) – no 
submission needed

» Submission for substantial – beyond SmPC



Type A Type B Type C

Adaptions possible?

1. Reduced MHRA role for approval
2. Content of application
3. Labelling
4. Safety Surveillance
5. IMP management
6. Documentation
7. GCP Inspections   

Yes
Yes
Yes
Yes
Yes
Yes
Yes 

No
(Yes)
(Yes)
(Yes)
(Yes)
(Yes)
(Yes)

No
No

(Yes)
No

(Yes)
No

(Yes)

Increasing potential risk of IMP 

Adaptation



Example Adaptation: IMP

• Type A or B trials are likely to have TMF documentation adaptations, 
essentially less documentation may be needed. For example:

• IMP documentation

– Temperature (T) records are usually needed for IMP storage, 
however: 

• Unlicensed product used in Type C trial may be unstable 
outside particular T. range +/or have limited stability data +/or 
short shelf life.

• T records may be irrelevant in Type A trials where IMP is 
marketed, used as per normal clinical practice, as storage 
arrangements are deemed appropriate standard practice (no 
additional requirements for trial purposes).

• Unnecessary temperature monitoring has been seen



Customised Risk Assessment

• Trial specific to assess hazards:

– Risks to participant safety from IMP

– Risks to reliability of results

– Risks from trial clinical procedures

– Risk to patient rights: consent & protection of personal data

– Risks to compliance

• Multi-factorial and less amenable to simple categorisation at the trial 
level. 

• Identify areas of vulnerability - WHAT MATTERS?

• Mitigate or accept risks  (Risk Assessment & Mitigation Plan)

• Use to develop the PROTOCOL and  the OVERSIGHT &
MONITORING STRATEGY to manage risk
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Risk assessments -

factors to consider may include:

• IMP – type, status, preparation and dosing methods, 

storage/handling requirements etc.

• Randomisation and blinding

• Subject eligibility criteria

• Size – number of centres, countries, subjects, data quantity

• Complexity of the trial protocol and clinical procedures 

• Novelty of the trial – e.g. the use of new 

methods/equipment

• Endpoint measurements

• Follow up requirements
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Risk assessments -

who to involve in risk assessment:

• Multi-disciplinary team to include all aspects of the trial

– Medically qualified doctor with understanding of the 

therapeutic area and the use of the proposed IMP

– Pharmacist/toxicologist/pharmacologist with detailed 

understanding of IMP

– Statistician

– Person with understanding of regulatory and GCP 

requirements

– Research nurses, data management, trial manager 
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Risk assessments -

factors to consider may include:

• Data collection method

• Subjects: patients / healthy volunteers, consent process

• Data protection

• Type and effectiveness of central monitoring approaches 

available for the trial

• Type of investigator site and experience of site staff

• Training requirements of monitoring staff, investigators and 

research teams etc.

• Resources

• Etc……



Measuring risk

Probability of occurrence

Im
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• Many  methodologies  - need for further research



Safety Monitoring Plan

 

Study Title: 
 

Risks associated with Therapeutic Interventions 

o LOW ≡ Comparable to the risk of standard medical care 

o MODERATE ≡ Higher than the risk of standard medical care 

o HIGH ≡ Markedly higher than the risk of standard medical care 

Protocol No.                                                                                        
 
 
EudraCT No.   

Justification:  Please briefly justify your conclusions below  (where the table is completed in detail the detail need not be repeated, however a summary 

should be given): 
 
 
 

 
What are the key risks related to therapeutic 
interventions you plan to monitor in this trial? 

 
How will these risks be minimised? 

 
 

Body system/Hazard IMP Activity Frequency Comments 

GIT – raised transaminases 
 

ABC 123 LFTs 2-weekly Transient & reversible 

CVS – prolonged QT interval 
 

ABC 123 Digital ECG,  
Holter monitoring 

X hours 
X hours 

Arrhythmia 

 
 

    

     

     

     

         

Risk Mitigation to ensure Safety of Participants 

Table 2: 
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Customised Risk Assessment



Customised Risk Assessment



Risk Assessment Expectations

• It needs to be done early as possible

• It has to be thorough and detailed – not a tick box exercise

• The right people – multidisciplinary team – should do it

• It is an ongoing exercise

• It should identify the areas that are high risk with any mitigations AND 
the low risk areas that are the rationale for any modifications to 
“traditional” GCP

• It should be broad and bespoke – looking at the whole trial process, 
IMP, protocol design, compliance aspects etc.

GCP Inspectorate have provided FAQ guidance on this
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Risk-proportionate approach

Risk-based 

monitoring

Other pieces: 

•Trial Design

•Oversight of 

CROs/Vendors

•Possible adaptations of 

“traditional” approaches 

(as allowed by legislation 

and within the principles of 

GCP)



Oversight and Monitoring 

Strategy

• CRO/Vendor Communication/Audit etc.

• traditional on-site monitoring review of site training/resources, 
adherence to study protocol, review of clinical records, source data 
verification

• central and statistical monitoring eligibility checks, missing/invalid 
data, adherence to study protocol, unusual data patterns, external 
verification; 

• other remote activities (such as telephone calls, self-
assessment/status or progress reports etc.) telephone contact, training 
teleconferences, recruitment monitoring, data returns, investigator 
meetings

• peer review, trial steering committees and data monitoring 
committees

The use of central monitoring transfers some additional activities to the 
investigator site &  to data management/statistics and may impact on 

resources 



Research team’s 

curriculum vitae and 

GCP/other training 

records

Case report forms (paper by fax 

or electronic data capture)

Investigational medicinal 

product accountability forms

Consent Forms

INVESTIGATOR SITE

CENTRAL MONITORING DATA CENTRE

Remote CRF/Data Review:

• Performance indicators (i.e. late entry or 

submission of data)

• Case report form completion

• Identifies missing data

• Calendar checks for visit dates etc. 

• Comparison with known published external 

sources (disease registries etc.)

• Routine Surveillance of data as it’s collected

• Sample processing forms (if any) Recruitment

• Meets inclusion/exclusion criteria 

• Record of deviations

• Reports from any computer systems utilised for 

drug supply etc.

Remote review of Consent:

• Correct versions used

• Authorised delegated person 

taking consent

• Personally signed and dated by 

subject

• Witness/legal 

representative/Assent (as 

required) 

Remote Training

• Tele/video conference  & on-line

• Training Packs

Statistical Techniques to Identify 

patterns and trends:

• Suggest incorrect procedures or fraud

• Implausible data

• Comparison of number of adverse 

events at sites

• Identification of outliers, odd 

distributions, unusual variability

• Identification of trends in results (i.e. 

changes within the normal limits for 

laboratory values)

Dispatch to 

data centre

Completed 

delegation log

Site Status 

Reports

Self-completed 

checklist of 

Investigator 

site file

Source:  MHRA GCP Guide

Central/statistical monitoring



Oversight and Monitoring 

Strategy
Concerns identified in the assessment of risk associated with the design, methods or conduct of the 

trial (other than the intervention) which remain after mitigations are in place

No Yes

Risk associated with 

the 

intervention /IMP

Type A Low intensity

Central monitoring of protocol adherence and 

data quality. No requirement for site visiting 

unless there are concerns identified from central 

monitoring that cannot be addressed by other 

means

Low+

As outlined in A, plus appropriate monitoring to 

address the specific vulnerabilities associated with 

trial design, methods or conduct identified in the 

risk assessment. 

Type B Moderate intensity

Central monitoring of safety data quality and 

timeliness as well as protocol adherence and 

quality of other trial data.  

Triggered visits for poor data return or protocol 

adherence concerns as well as unusually low or 

high frequency of Serious Adverse Events (SAE) 

reports (for studies where between-site 

comparisons are possible). 

Moderate+

As outlined in B, plus appropriate monitoring 

appropriate monitoring to address the specific 

vulnerabilities associated with trial design, methods 

or conduct identified in the risk assessment.

Type C Higher intensity

More intense monitoring than above to have 

confidence in the completeness and reliability of 

safety data

Higher+

As outlined in C, plus appropriate monitoring to 

address the specific vulnerabilities associated with 

trial design, methods or conduct identified in the 

risk assessment.
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Customised 

risk assessment

Oversight and monitoring 

strategy

Ongoing review in light of:  

feedback from oversight + monitoring activities (triggers), protocol amendments, 

issues (program/trial/site level), DMC review, interim analyses, results from other studies etc.

Documented in / supported by the 

Protocol,  Plans,  Charters,  SOPs

Oversight and monitoring 

strategy

Risk-based monitoring is consistent with ICH GCP, as the sponsor “should 

determine the appropriate extent and nature of monitoring”

Documented in risk assessment and 

mitigation plan



Data Accuracy

• It is not the accuracy of the individual trial data points that is important, but the reliability 
of the trial results.  

• Monitors have been overly focused on SDV and doing 100% consistency checks

• Management, monitoring and data management activities to focus on the data and 
activities that are critical to the reliability of the trial results, (endpoint for the primary 
objective of the trial or key design aspects (e.g. randomisation)).  These would be 
identified during a risk assessment of the trial.  

• Protocol compliance and study conduct are important for reliability of the results

• Statistical aspects – impact of error in relation to trial size and design

• The data accuracy and proper conduct of the trial can be influenced not only by the 
detecting and correcting errors retrospectively, but by prevention, for example, by 
appropriate trial design, training, communication and systems and resourcing that 
facilitate the conduct of the trial.

• No validation (yet) of effectiveness of approaches, but traditional approach has failures
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Oversight and Monitoring 

Expectations

• Strategy documents (plans, charters etc.) should all be 

finalised and in place prior to trial start

• Not entire focus on investigator sites

• Documentation should be in place to demonstrate that 

monitoring strategy has been followed

• Processes to ensure blinding and data protection where 

documents are provided by investigator sites should be in 

place

• Escalation process should be implemented.

• SOPs should support risk based approach.

• Organisations should be able to justify oversight and 

monitoring strategies based on risk assessment
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Risk-proportionate approaches to 

clinical trial management: 

the growing framework

Europe:

• Clinical Trial Regulation (EU) No. 536/2014

• EMA reflection paper on risk-based quality management

• OECD Recommendation

• FDA monitoring guidance

• Clinical Trial Transformation Initiative

• Other publications (e.g. Adamon, Optimon, TransCelerate)

• Addenda to ICH E6



EU Regulation

• Aims for risk proportionality to be taken into account throughout

• Risks associated with subject safety and data reliability and based on IMP 
marketing status

• Low-intervention clinical trials are defined

• Low-intervention Clinical Trials/Risk Proportionate Areas:

• Safety reporting 
• safety profile of IMP/ Data integrity of safety information [Article 41(2)]

• IMP Management
• Traceability and accountability [Article 51(1)]

• Trial management
• Monitoring [Article 48]

• Trial Documentation
• Content of the Trial Master File [Article 57]



EU Regulation

Development of Guidance documents 

• Guideline on risk proportionate approaches in clinical 
trials within the scope of the Regulation (EU) No. 
536/2014

• Drafting group involves GCP Inspectors/Assessors 
from MHRA and Bfarm

• Input from EMA, the Commission, IWG GCP, CTFG, 
other interested parties

• Plan to send out for public consultation in June 2016 (3 
month consultation)

• Will be on available Commission website



EU Regulation

Guideline on risk proportionate approaches in clinical trials 

• low-intervention clinical trials

• Risk based quality management

• Safety reporting

• IMP Management

• Trial management

• Trial documentation

• Will not cover:

• Investigator’s Brochures (Annex I, Section E, (28), (29))

• IMP dossier and simplified IMPD (Annex I, Section G, 1.2)

• Insurance (Art. 76(3), Annex I, Section O)

• Labelling of IMP (Annex VI)

• Informed  Consent (Art. 30)
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Sponsor Concerns



• Is there an acceptable methodology?

• If I implement a risk adapted approach am I increasing my risk of 
inspection findings?

• Will inspectors be consistent when looking at a risk adapted trial?

• How much can I adapt?

• Will trials categorised as “Type A” be inspected?

• How can I implement risk adapted approach yet comply with ICH 
GCP?

Sponsor Concerns



Support Activities

• Consultative Committee (now STEM) met to discuss the 

approach –with input from academia, Sponsors, CROs, 

NRES

• Collaborative approach to review and share/publish 

examples

• Published FAQs 

• Publish real examples

• GCP Forum, GCP Guide, MHRA website



FAQs

– In place until EU guidance in place

– Risk Assessment FAQs and example Risk Assessments provided 
from sponsor (3 published, others under review)

– Monitoring FAQs and an example monitoring strategy

– Implementing a Risk Adapted Approach 



MHRA GCP Guide and Forum
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Conclusions

• Risk proportionate approaches are supported by regulators, 

including the MHRA. MHRA encourages take up and use

• A comprehensive risk assessment process is vital

• Risk-based and adaptive monitoring is consistent with ICH 

GCP

• Sponsors are still learning what it involves and developing 

appropriate methodology

• Methodology evaluation is required

• Guidance will become available

• Provide or facilitate provision of examples to help sponsors

• Aware that risk adapted monitoring plans have come 

through as requests for scientific advice – GCP 

inspectors can assist with this
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