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Executive Summary  
This paper is the o utcome of a risk-stratification project initiated by an ad-hoc working group 
under the auspices of DH, MHRA and MRC to address key issues for clinical trials in the UK.  
The propo sals outlined in this pap er were dev eloped with input from a wid e range of key  
stakeholders, including: 

• aca demic researchers 
• clinical trial managers 
• research governance managers 
• MHRA  assessors 
• Good Clinical Practice (GCP) Inspectors. 

Membership of the Ad-Ho c Working  Grou p and  the Risk-Stratification S ub-Group a re 
provided in Appendix 3. 
 
The p roposals focus o n the core set of risks i nherent in a trial  proto col, wh ich imp act o n 
participant safety and rights, and the reliability of the results. 
 
The current regulatory framework in the UK/EU allows for a range of risk-adapted approaches 
that may simplify the p rocesses fo r initiating and conducting some  c linical trial s. These  
adaptations are largely related to  ho w m uch i s known a bout t he inve stigational medicinal 
product (IMP). A simple risk categorisation is proposed, based on the marketing status of the 
IMP and standard medical care. Using a simple categorisation of three risk types it is possible 
to highli ght, particularly fo r lo wer risk t rials, where simplification is possible, resulting in a 
more risk proportionate approach. These are described in Appendix 1 and include: 

• the need for authorisation by the competent authority  
• the content of the Clinical Trials Authorisation (CTA) application  
• IMP management  
• safety surveillance  
• trial documentation. 
• GCP Inspection  
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The risk associated with the IMP should also determine the trial procedures for monitoring the 
safety of participants.  It is proposed that the IMP risk category and safety monitoring plan be 
submitted to the MHRA with the Clinical Trial Authorisation to e nsure that th ere i s sh ared 
understanding on this key aspect of the trial 
 
The other aspects of clinical trial design and methodology considered in this paper include:  

• safety risks from clinical procedures specified by the protocol 
• risks related to participant rights  
• risks to the reliability of trial results.  

 
The IMP risk catego ry has implications for leve l of risk a ssociated with the se, but doe s no t 
determine them. A ri sk assessment process is proposed to identify potential vulnerabilities in 
trial d esign and m ethodology, and  to prepare a  tri al ma nagement an d m onitoring plan  t o 
minimise the risks; this is outlined in Appendix 2. 
 
Once developed, the ri sk assessment and associated management/monitoring plans would 
form the basis of a common understanding by all stakeholders on the ri sks for that trial, an d 
facilitate a risk-proportionate approach to the trial activities.  
 
Background to the Project 
 
Following th e implem entation of the Clinical Trials Di rective 2 001/20/EC (CTD) in 2004, 
compliance with the  p rinciples of G CP be came a  legal  requi rement fo r ev eryone in  th e 
European Union involved in the conduct of a clinical trial with a medicinal product and was 
translated into national law in  each Member State (MS). This was fu rther developed by t he 
publication and implementation of the GCP Directive 2005/28/EC in 2005. The CTD applies to 
all clini cal tri als of me dicinal produ cts in Euro pe, from “first in  man” tri als to pragm atic 
comparisons of co mmonly used  treat ments. Whilst the CT D recognised th at there  we re 
commercial and non-commercial sponsors, it m ade no distinction between them with regard 
to the G CP req uirements. The E uropean Co mmission p roposed to p ublish ‘spe cific 
modalities’ guidance for non-commercial trials to indicate where certain aspects of GCP could 
be ‘relaxed’ for these trials specifically. This guidance, although consulted on, has never been 
published. This h as cont ributed to no n-commercial trialist s, and  those  who sponsor th eir 
research in particular, believing that they must manage all aspects of trial conduct and GCP in 
a similar way to commercial sponsors (Pharmaceutical industry).. 
Despite there being a degree of  flexibility in how the principles of GCP should be applied and 
a range of risk-adapted approaches to trial conduct within the CTD, many organisations have 
had concerns about not m eeting all of the statuto ry requirements for the co nduct of clinical 
trials. Thi s has re sulted in some o rganisations, pa rticularly those wi thin the publi c se ctor, 
becoming reluctant to participate in clinical trials and in others taking a risk-averse approach 
and requiring additional p rocesses which have in creased the cost and com plexity of clinical  
trials unduly.  
 
This p roject was esta blished to hel p facilitate a ri sk-proportionate app roach in the UK in  
applying the principles of GCP to the v arious types of clinical trial, within the context of the  
current regulatory framework in the EU by: 

1. Developing a process to f acilitate the agreement of key stakeholders on the l evel of 
risk associated with a clinical trial. 

2. Identifying how risk-adapted approaches for clinical trials can be a chieved within the 
current regulatory framework 

3. Developing a risk a ssessment tool, wit h guidance principles on how to ma nage and 
conduct cli nical t rials of investig ational me dicinal produ cts (IMPs) in a 
risk-proportionate way.  

 
Risk in Clinical Trials 
 
This can be defined as the likelihood of a potential hazard occurring and resulting in harm to 
the pa rticipant and/o r a n org anisation, or to th e reliability of the results. A clini cal t rial 
commonly in volves several different organisations, and ea ch must consider its specific 
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responsibilities/duties with respect to the trial and the level of risk in relatio n to these. Fo r 
example: 

• a funder considers the scientific and financial risks  
• a sponsor is concerned about the legal and reputational risks  
• a healthcare organisation considers the compatibility of the trial with its duty  

of care to patients.  
 
For every trial, however, there is also a core set of risks inherent to the protocol that relate to 
the safety of  the part icipants and the integrity/reli ability of the results. All organisations 
involved need to understand these risks so that the control measures, resources, procedures 
and processes implemented during the trial ensure the safety of the trial participants, and lead 
to high-quality results. 
 
Other factors contributing to the overall  risks a ssociated with an individual clinical trial, su ch 
as tho se related to its f unding, the qualifications of the trial team condu cting it, or th e 
suitability of t he host sites, are acknowledged but will not be considered in thi s paper. They 
will, however, contribute to the individual study ri sk assessments performed by sponsors, 
investigators, funde rs an d site managers, and othe r guid ance m ay be available to support 
this. For i nstance, the National In stitute of Health Re search (NIHR) Rese arch Sup port 
Services framework provides a set of tool s and Standard Ope rating Procedures (SOPs) to 
assist sponsoring and hosting sites to assess these aspects of risk.  
 
There have been attempts in the past to categorise and score a number of the individual risks 
associated with a trial, and integrate the se scores into a single ri sk score for the trial ( Refs). 
Although this approach potentially provides a way of describing a trial in relation to total risk, it 
has proved difficult to use in practise and hasn’t provided practical guidance in relation to risk 
adaptations that may be possible. 
 
Risk Assessment 
This is essentially a process of identifying the potential hazards associated with that trial, and 
assessing th e likeli hood of those hazards o ccurring an d resulting in h arm. This risk 
assessment will include: 

 the risks to participant safety in relation to the IMP  
 all othe r risks related to the de sign a nd methods of the tri al (including ri sks t o 

participant safety and rights, as well as reliability of results) 
 

1. Risks to participant safety in relation to the IMP 
Within a pa rticular clinical trial, these can be cate gorised in relati on to how m uch is known 
about the medicine(s) being investigated. These potential risks should be assessed relative to 
the standard of care for the relevant clinical condition and the level of clinical experience with 
the intervention rather than the p atients’ underlying illness or the recognised adverse effects 
of the intervention.  
 
The potential risks should be balanced against the level of risk that a trial participant would be 
exposed to outsid e of the trial. We propose a three -level categorisation, based on th e 
classification put forward by Brosteaunu and colleagues in the ADAMON Project, (ref). 
 

• Type A = No higher than the risk of standard medical care 
• Type B = Somewhat higher than the risk of standard medical care 
• Type C = Markedly higher than the risk of standard medical care 

 
A pragmatic approach to achieving this would be to use the marketing authorisation status of 
the medicines being investigated, as proposed in Table 1. 
 
This simple method for categorising the risk a ssociated with th e IMP allows for several ri sk 
adaptations within the scope of the CTD. For lower-risk trials, this simplifies the requirements 
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for both obtaining regulatory approvals and conducting the trial. This is furthe r expanded in 
Appendix 1. In addition, the implicatio ns of the IMP risk category for the monitori ng of 
participant safety and the clinical trial are outlined in Appendix 2. 

  

  

Trial Categories based 
upon the potential risk 
associated with the IMP  

Examples of types of clinical trials  

Type A: no higher than that 
of standard medical care 

Trials involving medicinal products licensed in any EU 
Member State if: 

 they relate to the licensed range of indications, 
dosage and form  

or, they involve off-label use (such as in paediatrics and in 
oncology etc) if this off-label use is established practice 
and supported by sufficient published evidence and/or 
guidelines 

Type B: somewhat higher 
than that of standard medical 
care 

Trials involving medicinal products licensed in any EU 
Member State if: 

 such products are used for a new indication 
(different patient population/disease group) or 

 substantial dosage modifications are made for the 
licensed indication or 

 if they are used in combinations for which 
interactions are suspected 

Trials involving medicinal products not licensed in any EU 
Member State if 

 the active substance is part of a medicinal product 
licensed in the EU 

 
(A grading of TYPE A may be justified if there is extensive 
clinical experience with the product and no reason to 
suspect a different safety profile in the trial population)* 

Type C: markedly higher 
than that of standard medical 
care 

Trials involving a medicinal product not licensed in any EU 
Member State  
 
(A grading other than TYPE C may be justified if there is 
extensive class data or pre-clinical and clinical evidence)* 

Table 1 (adapted from Adamon paper, excluding non-pharmacological interventions1) 
*If a grading other than those indicated is felt to be justified the rationale and evidence should 
be presented in the CTA application 
 
2. All other risks related to trial design and methods 
The IMP risk category has implications for all the other risks, but does not determine them. IN 
other words, a Type A tria l from an IM P perspective does not mean all other risks are lo w. 
The risks associated with participant rights and reliability of results are multi-factorial, and less 
amenable to  sim ple categorisation at the tri al level. The se ri sks must be  a ssessed 
independently of the risks related to the IMP; in fact, an understanding of these will help direct 
what mitigation activity is required in the conduct of the trial  and collection of t he data. This 
approach is described in more detail in Appendix 2. 
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The design of a study h as a majo r impact on the quality of the re sults; the more robust the 
design the le ss dependence there is on quality co ntrol and assurance measures for reliable 
results. Of critical importance is the identification of  areas of potential vulnerability in trial  
design a nd planned met hodology, which may re quire mitigation a ctivities to ensure th e 
reliability of the trial results and to protect participants’ rights. 
 
The proposed risk a ssessment process should be initiated by the chief inve stigator/protocol 
author at a n early stage i n protocol d evelopment. It sh ould also be reviewed by other key 
stakeholders, such as the sponsor, funders and other investigators, to agree on the main risks 
inherent in the trial protocol. A plan to mitigate or manage these risks should be  
developed, either as part o f the trial prot ocol or outlined in associated documents (such as a 
monitoring plan). Once developed, it is envisa ged that the ri sk assessment and associated 
mitigation/monitoring plans will form the basis of a common understanding and dialogue by all 
stakeholders on the ri sks for that trial, a nd allow for a risk-proportionate approach to all tria l 
activities. 
 
Active sponsor and trial  team ov ersight during the course of the trial will be essential in any 
risk-adapted model. This will ensure that escalation/moderation of activity i n re sponse to 
incoming data and feedback on trial progress/conduct can occur, as appropriate. 
 
 
 
1 Brosteanu et al. Risk analysis and risk adapted on-site monitoring in non-commercial clinical 
trials.  Clinical Trials 2009: 585-596 
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Appendix 1 
 
Guidance on risk-adapted approaches within the scope of the Clinical 
Trials Directive 
The regulatory framework in the EU/UK provides for a range of risk-adapted approaches that 
simplify the processe s involved in initiating and ma naging a cli nical trial. This is parti cularly 
useful when investigating l icensed medicines as these are p rincipally related to the IMP risk 
category. Using the risk-categorisation method described in Table 1 above, Table 2 highlights 
the spectrum of potential risk associated with IMPs and the range of regulatory requirements 
that may be adapted. 
 

Increasing potential risk of IMP 

Are Risk Adaptions possible? 
 

Non-
Interventional 

Type A Type B Type C 

 
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) 

Table 2 
Key: Yes – possible;  (Yes) – may be possible on case by case basis;  

No – little, if any flexibility in requirements; * no specific clinical trial regulatory requirements  
 
Non-Interventional trials 
Some trials of medicines that appear to fall withi n the scope of the CTD will meet the criteria 
for a non-interventional trial, as defined in the Directive. These criteria are: 

a) products that  are prescrib ed in the u sual mann er, i n acco rdance with the te rms of 
authorisation; 

b) assignment of any patient involved in the study to a particular therapeutic strategy is 
not decided in advance by a protocol, but falls within current practice; 

c) the decision to prescribe a particular medicinal product is clearly separated from the 
decision to include the patient in the study; 

d) no dia gnostic or m onitoring procedu res are applied to the patient s in cluded in  the 
study, other than tho se ordinarily ap plied in the course of the pa rticular therapeutic 
strategy in question; and 

e) epidemiological methods are to be u sed for the analysis of the dat a arising from the 
study. 

 
If all of these criteria are met for a particular trial then the trial falls outside of the scope of the 
CTD and there are no formal regulatory requirements to be met. More information on how to 
apply these criteria can be found on the MHRA website.   
 
Typically, sponsors conducting non-interventional trials in the NHS  would n eed to obtain the 
approval of a Research Ethics Committee before commencing. Also, although the CTD does 
not apply and there are no regulatory requirements to meet, most institutions where this work 
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will be conducted may have local requirements/SOPs that address the standards to be met in 
many of the areas. 
 
Interventional Trials 
All interventi onal tri als fall within th e scope of the  CT D, ho wever, Tabl e 3  identifies th e 
specific areas where it may be possible to apply risk adaptations. 
 

 Risk Adaptions Areas impacted 

1. Reduced MHRA role in approvals 
 
 
2. Content of application 
 
 
 
 
3.  Labelling of trial drugs 
 
 
4. Safety Surveillance 
 
 
5. IMP management 
 
 
6. Documentation 
 
 
7. GCP Inspections 
 

Notification v Approval 
 
 
a) IMP dossier 
b) Investigator’s Brochure 
c) Good Manufacturing Practice (GMP) 
Compliance  
 
a) Need for trial labelling 
b) Content of labelling 
 
a) Adverse Drug Event recording/reporting 
b) Safety Monitoring 
 
a) Tracking and Accountability 
b) Storage 
 
a) Trial Master File (TMF) Content      
b) Essential Documents retention times 
 
a) Organisation and selection processes 
for routine GCP systems inspection 
b) Inclusion in routine GCP inspection 
reviews at the study level 
c) Frequency and duration of inspections 
 

Table 3  
 
1. Reduced MHRA role for approvals  
All interventional trial s of  an IMP con ducted in th e UK re quire an app roved Clini cal T rial 
Authorisation (CTA) from the MHRA before they may commence. 
 
From 1st April 2011 the m ajority of Type A trials c onducted in the  UK will only requi re to be 
notified to the MHRA. This will involve the sending of the standard EudraCT application form 
and accompanying documents in th e usual way by t he applicant. This will be acknowledged 
by the M HRA with an accompanying note to  say that the  trial may go ahead after 14  days 
from receipt of notification, if the MHRA has not raised any o bjections. This means that t he 
acknowledgement letter will act as t he authori sation. Further details are provided on t he 
MHRA website. 
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(NB - Ethi cs Co mmittee role: All  interventional t rials of  an  IMP co nducted i n the  UK  wil l 
continue to require a po sitive opinion f rom a Research Ethi cs Committee bef ore they may  
commence), 
 
Amendments made to the  protocol during the co urse of a trial should b e considered as the 
same risk category as the initial application if all else  remains the same. For instance, in a  
Type A trial, amending the protocol within the terms of the SmPC would require no action with 
respect to the MHRA. However, amendments  to Type B and C trials (or Type A trials beyond 
the terms of the SmPC) would re quire submission as a Substantial Amendment and approval 
from the MHRA before they may go ahead. 
 
2. Content of the Application 
For marketed medicines where  there will be a significant body of data available on quality, 
safety and ef ficacy, it will usually be p ossible to submit much si mplified do cumentation in  
support of the CTA application for a clinical trial. Examples of these simplifications in the CTD 
include: 
 
a)  IMP Dossier  
An IMP dossier (IMP D) should g enerally acco mpany each a pplication. It gives info rmation 
related to the  quality of th e IMP (including reference product and placebo), manufacture and 
control of the produ cts, and data from non-clinical studies as wel l as from cli nical use. This 
may either b e provided as a stan d-alone IMPD or cross-refer to the Investigator’s B rochure 
(IB) for the preclinical/clinical pa rts of the IMPD.  In the latte r case, the summaries of 
pre-clinical/clinical informa tion shoul d include data (p referably in ta bles) that provide s 
sufficient detail for a ssessors to rea ch a decision about the p otential toxicity of the IMP and  
the safety of its use in the proposed trial. This applies to Type C trials. 
 
Where th e I MP is authorised in a ny EU Mem ber State and used in th e tri al witho ut an y 
modification (inclu ding rep ackaging), th e Summary of Produ ct Chara cteristics (SmPC) ma y 
replace the IMP dossier. Where the IMP is authorised in an ICH country (USA or Japan) and 
is used in the trial without any modification (including repackaging), a copy of the prescriber’s 
information (equivalent to  the SmPC) may repla ce the IMP dossier. If this do cument is 
originally in a  language other than English, an Engli sh translation should be provided. This 
applies to Type A and some Type B trials.  
 
Medicinal p roducts which  have alre ady been authorised may be modified or processed 
(including repackaged) to use in blinded studies. The marketing authorisation holder (MAH) of 
a prod uct is only respon sible for the u nchanged produ ct in its desi gnated and autho rised 
packaging. In  other words, there i s a need to e nsure that the qu ality of the produ ct is not  
negatively affected by the modifications performed. This means that modifications carried out 
on the authorised product should be de scribed and their potential  influence on the quality of 
the produ ct discussed. In  the case of  a si gnificant modification,  e.g. gri nding of a ta blet, 
re-lubrication/compression, or processi ng with  a n excipient not pre sent in  the origi nal 
formulation that has a li kely impact on product stability, a minimum of stability data on t he 
modified p roduct should be availabl e. This w ill allow an assessment of the  impact of th e 
modifications on prod uct safety and stability. In  the ca se of o nly minor m odifications, a 
justification o f the stability over the int ended tr ial p eriod provided in the protocol could b e 
acceptable.  
 
Where the I MP is not a  licen sed product, a sim plified do ssier may also be po ssible,for 
example, wh ere a n IMP wa s su bject to a previou sly authori sed CTA or where the a ctive 
substance i s includ ed in a medi cinal product that is autho rised in an EU M ember State.. 
However, this would be considered on a case-by-case basis. 
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(ref: Eudralex CT-1, 2.7.3.2, 85) 
 
b) Investigator’s Brochure  
A req uest for trial a uthorisation ha s to  be a ccompanied by an I nvestigator’s Brochure. Its  
purpose is to  provide the i nvestigators and others involved in the trial with the i nformation to 
facilitate their understanding of the rationale for, and their compliance with, key features of the 
protocol. Th ese key fe atures in clude the dose, dose fre quency/interval, method s o f 
administration and safety  monitoring pro cedures. The Investigator’s Brochure sh ould b e 
prepared from all availabl e information/evidence that supports the rationale for the proposed 
clinical trial and the safe use of the investigational medicinal product (IMP) in the trial, and be 
presented in the format of summaries. This applies to Type C trials.  
 
If the IMP is authorised in any EU M ember State and is u sed according to t he terms of the 
marketing au thorisation, t he Summ ary of Pro duct Characteristics (SmPC) wi ll repl ace the  
Investigator’s Brochure. If the IMP is a uthorised in an ICH country (USA or Japan) a copy of 
the prescriber’s information (equivalent to the SmPC) will replace the Investigator’s Brochure. 
If this d ocument is o riginally in a  language other than English, an English translation should 
be provided. This applies to Type A trials.  
 
When the conditions of u se in th e clinical tr ial diffe r from th ose autho rised, the SmPC or 
equivalent should be complemented with a summary of relevant data that support the use of 
the IMP in the clini cal trial . This can be  prov ided as an Investigator’s Brochure or, in so me 
cases, may be incorporated into the protocol. This applies to Type B trials.  
 
(ref: Eudralex CT-1, 2.6, 56) 
 
c) GMP compliance  
The manufacture and/ or assem bly (packa ging and labelling) of an IMP  can only be  
undertaken by the holder of an authorisation for the manufacture of investigational medicinal 
products. A copy of the manufa cturer’s authorisation shoul d b e provided fo r each EU site 
undertaking any manufacturing step in the prepa ration of the test prod uct or any comparator. 
This applies to Type C trials.  
 
Where manufacture and/or assembly occur outside of the EU, the product has to be imported 
by the holder of a manufacture r’s authorisation covering the importation activity of an IMP. A  
copy of the manufa cturer’s authorisation should  be  provided a s part of th e a pplication. In  
addition, a copy of the  Qualified Person (QP) declaration on GMP equivalence to E U GMP 
should be provided. 
 
This requirement does not apply where the product: 

• has a marketing authorisation in an EU Membe r Sta te and i s not modified  
(including repackaging)  

• has a marketing authorisation in an ICH country (USA or Japan) 
• is ma nufactured i n an  EU Mem ber State and i s not mo dified (in cluding 

repackaged).  
This would be the case for Type A and some Type B trials. 
 
Additionally, this requirement does not apply where: 

• packaging a nd/or la belling is carried out in a h ospital/health centre by a  
doctor/pharmacist/person acting under the supervision of a pharmaci st; and 
the investig ational medi cinal p roducts are pa ckaged an d/or labelled  
exclusively for use in that hospital or health centre 

• or any othe r hospital/health centre that is  a site for the clini cal trial in which  
the product is to be used.  

 
Please n ote, blinding of  a compa rator pro duct by over-en capsulation is classe d as 
manufacture and is subject to the requirements above. 
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(ref: Eudralex CT-1, 2.7.1, 61) 
 
3. Labelling  
 
a)  Need for trial labelling 
The application dossier submitted should cont ain the content of the labelling of the IMP. 
Labelling of an IMP is intended to: 

• ensure protection of the participant and traceability 
• enable identification of the product and trial 
• facilitate proper use of the investigational medicinal product.  

 
Further information on what the labelling should contain is available in section b) below. Thi s 
applies to all trials, other than Type A trials. 
  
Trial-specific labelling is not required where the IMP: 

• has a marketing authorisation in the UK, and 
• is being used within the terms of its marketing authorisation, and 
• is dispensed to a trial p articipant in a ccordance with  a prescri ption given by a n 

authorised h ealthcare p rofessional a nd is lab elled in acco rdance with the 
requirements of Schedule  5 to the Medici nes for Huma n Use (SI 1994/31 94) 
(Marketing Authorisations Etc) Regulations 1 994 that a pply in relation to 
dispensed relevant medicinal products.  

 
This might apply to some Type A trials. 
 
b) Content of the labelling 
This section provides fu rther i nformation o n t he contents of th e lab el, wh ere trial -specific 
labelling is required (see Section a). Where the IMP does not have a marketing authorisation 
in the UK or where an a uthorised p roduct is r epackaged for th e purp oses o f the trial, full 
labelling i s required. T he followi ng i nformation should b e in cluded on l abels, unl ess it s 
absence can be justified: 

(a) na me, a ddress and  telephone number of the spo nsor, contra ct re search 
organisation or investigator (the main cont act for inf ormation on the pro duct, clinical 
trial and emergency unblinding) 
(b) pharmaceutical dosage form, route of administration, quantity of dosage units, and 
in the case of open trials, the name/identifier and strength/potency 
(c) the batch and/or code number to identify the contents and packaging operation; 
(d) a  trial  ref erence code allo wing ide ntification of the trial, site, investigato r and  
sponsor, if not given elsewhere; 
(e) the trial p articipant identification number/treatment number and, whe re relevant, 
the visit number 
(f) the name of the investigator (if not included in (a) or (d)) 
(g) directions for u se (reference may be ma de to a leaflet o r other explanatory 
document intended for the trial participant or person administering the product) 
(h) “For clinical trial use only” or similar wording 
(i) the storage conditions 
(j) period of use (use-by date, expiry date or re-test date as applicable), in month/year 
format and in a manner that avoids any ambiguity 
(k) “keep out of reach of children”, except when the product is for use i n trials where 
the product is not taken home by participants 

 
This applies to all trials, other than Type A trials. 
 
Where the investigational medicinal product has a marketing authorisation in the UK, is being 
used within the terms of that marketing authorisation and has not been repackaged for use in 
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the trial, red uced labellin g can be u sed. The follo wing pa rticulars should b e added to the  
original container, but should not obscure the original labelling: 
 

i) name of sponsor, contract research organisation or investigator 
ii) trial refe rence code all owing identifi cation of the  trial site, in vestigator and trial 
participant. 

 
This could apply to Type A trials. 
 
(refs: Annex 13, 32 and 2001/20/EC, Article 14, Commission Directive 2003/94/EC Article 15 
SI 2001/20 Para 46) 

 
4. Safety Surveillance 
 
a) Adverse event recording and reporting 
For medicines where there is al ready a significant amount of safety data available, such as 
many marketed medicines, it is possible to state in the protocol that certain adverse events do 
not need to be reported by the investigator to the sponsor in the normal way. This proposal in 
the protocol will be assessed at the time of the CTA assessm ent by the M HRA, as either 
acceptable or not.This applies to Type A trials and potentially to some Type B trials. 
 

Increasing Potential Risk of IMP 
 

 

Are Risk Adaptions possible? 
 

Type A Type B Type C 

Adverse Event/Reaction Recording  Yes (Yes) (Yes) 

Adverse Event/Reaction Reporting to 
Sponsor* 

Yes (Yes) (Yes) 

SAE/SAR Event Reporting to Sponsor* (Yes) (Yes) (Yes) 

SUSAR reporting to 
MHRA/REC/Concerned Investigators 

No No No 

Annual Safety Report  No No No 

Yes – possible;  (Yes) – may be possible on case by case basis;  
No – little, if any flexibility in requirements; * no specific clinical trial regulatory requirements  
 
* De pendent upo n whether sponsor o r the  spon sor’s dele gated chi ef inve stigator makes 
relatedness and expectedness assessment 
  
(ref: SI 2004/1031, reg 32, (4)) 
 
b) Nature and extent of safety monitoring 
The nature and extent of patient safety monitoring should be based on the assessment of the 
risks of the trial intervention(s) relative to s tandard care and the extent of knowledge about 
the IMPs being tested. A safety monitoring plan should be developed for all trials based on an 
assessment of the specific risk factors associated with IMP and  trial procedu res, addressing 
those fa ctors incremental to stand ard care a nd considering optio ns to mitigat e those risks. 
This is described in more detail in Appendix 2. 
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5. IMP Management 
 
a) Tracking and accountability processes 
In general, the further away from standard practice the trial is, the greater the record-keeping 
requirements.; For trial s of  produ cts which have no  authori sation (inten ded f or Regul atory 
Submission) (Type C) and in som e trials with designs markedly different from standard care 
(Type B), documentary evidence of a full chain of custody of IMP from supply to destruction, 
from which both the quantities and quality of the trial product used can be determined, will be 
required; ICH GCP-style records of accountability would be expected (See ICH Document E6: 
Good Clinical Practice section 4.6.)   
 
For Type A a nd some Type B trial s where it m ay not be po ssible to maintain  full re cords of 
accountability, legislation and gui dance doe s not provide a p rovision fo r this,  but it will be 
reviewed on a case-by-case basis dependent upon other risk factors related t o the trial an d 
the level of risk associated with th e tri al over all.    The Sp onsor/Chief Inve stigator should 
ensure th at the protocol makes clear what d ata are integral to the re sults of the trial, an d 
consequently which records may be subject to a lower level of scrutiny and/or have reduced 
record-keeping requi rements.Where it i s p roposed that an  alte rnative re cord captures th e 
data for dru g accou ntability (or indee d whe re records may be  significantly redu ced), the 
Sponsor/Chief Investigator has a responsibility to ensure the approach is transparent and fully 
justified in the protocol.  The following points are made to assist sponsors/researchers: 
 
In general, measures should be in  place to ascertain whether or not the trial m edication was 
taken by the  parti cipants in the  trial,  as pr oscribed by th e p rotocol. However, trial s of 
authorised produ cts with trial de signs equival ent t o stand ard care may ju stify simplified 
record-keeping dependent on the  logi stics of th e tri al conduct and the criticality of the  IMP 
data to the analysis and the trial results. 
 
For trial s d esigned to  d etermine ‘ real use’ of products, alternati ve mea sures su ch a s t rial 
participant di aries an d q uestionnaires, couple d wi th the pha rmacokinetic or othe r trial 
measures may provide valuable data in support of the trial, rather than detailed accountability 
logs, which may prove i mpractical or even impo ssible to co mplete.  Ch ecks th rough 
discussion with the participant at follow-up visits and/or checks of medications held (including 
‘empty packs’) may be an alternative to individual pharmacy records of drug accountability. 
 
In the case of pragmatic trials where local provision of IMP may be hampered by complex 
record-keeping re quirements (fo r exa mple whe re medication i s suppli ed t hrough routine 
prescribing practices involving community pharmacies), Sponsors/Chief Investigators should 
give thought to the extent of information necessary for them to confirm the results and end-
points of their trial, and devise relevant mechanisms on a case-by-case basis.   
 
For trials using authorised products dispensed from the hospital pharmacy, it may be possible 
to maintain simplified accountab ility records, or to capture the batch number of the product 
dispensed on a standard prescription form, filing these forms in a trial folder would then permit 
retrospective verification if this  wa s ne cessary.  (I n this latter case, in prac tical terms , the  
research team would need to give tho ught to how the pharmacy would know the prescription 
presented was for a trial, but a simple sticker or trial-specific prescription could facilitate this). 
 
During GCP inspections, compli ance with the provisions proposed in the protocol will be  
verified.  It may be necessary to further clarify and discuss with Inspectors the importance and 
relevance of the records which are prese nt in te rms of the trial desi gn, trial result s and th eir 
completeness at the individual and trial level.   
 
 
 

 12 



Version: 10th October 2011  
 

 

 
 

Increasing Potential Risk of IMP 

 
Are Risk Adaptions possible? 
 

Type A Type B Type C 

Trial Level IMP Accountability  Yes (Yes) No 

Subject Level IMP Accountability Yes (Yes) No 

Yes – possible;  (Yes) – may be possible on case by case basis;  
No – little, if any flexibility in requirements; * no specific clinical trial regulatory requirements  
 
c) Storage 
 
The Sponsor of a trial sh ould determine acceptable storage requirements for the m edicinal 
products used in that trial (temperatures and conditions, such as light/moisture protection etc).   
 
For Type C trials these must be included in the protocol to e nsure all participating sites are 
aware of them.  Furthermore, the extent of available stability data should support the extent of 
any proposed reporting of deviations/excursions from these requirements. 
 
For Type A and Type B trials, storage requirements of the IMP are likely to be well known and 
storage in accordance with normal clinical practice will be appropriate.   
 
In all trials, generally the more sensitive the product to deviation from the dete rmined storage 
conditions, the cl oser th e scrutiny to com pliance should b e.  For exa mple, whe re small 
deviations can result in marked negative impact upon the quality or activity of the product, as 
a minimu m, daily mea surements of th e tempe rature (typically u sing a minim um/maximum 
thermometer or continuous monitoring) would be expected.  
 
For trials with products which have been in clinical use for a long time, i.e. many Type A and 
Type B trials, with extensive supporting stability data, it may be possible to decide what limits 
are appropriate to the drug  storage deviations such that deviations of short duration or small 
temperature f luctuations (trans ient changes) of little significance to the trial outcome do not  
need to be recorded.  
 
In all ca ses, whe re an excursio n from the expected sto rage tem perature take s pl ace, this 
should be detectable in a timely manner, before subjects are dosed, and should be assessed 
in term s of t he imp act o n the medi cation qu ality.  This documented a ssessment would be 
made in te rms of the im pact on the effectiveness of the medicine and the consequences on 
the trial results and patient safety. 
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Increasing Potential Risk of IMP 

 
Are Risk Adaptions possible? 
 

Type A Type B Type C 

Storage Conditions Records  (Yes) (Yes) No 

Deviation Impact Assessment (Yes) (Yes) No 

Yes – possible;  (Yes) – may be possible on case by case basis;  
No – little, if any flexibility in requirements; * no specific clinical trial regulatory requirements  
 
6. Documentation 
 
a) Trial Master File (TMF) Content 
For all trials (Types A, B and C), the TMF must contain sufficient information in their trial files 
to comply wi th Regulatio n 31A .The extent of documentation i s open to int erpretation. A 
commonly used framework is described in ICH GCP E6 Section 8, particularly sections 8.2 to 
8.4, and guidance on the TMF and Archiving is pr ovided in  Volume 10.fo r Clinical Trials. It  
has b ecome commo n proacti ce for monitors, au ditors and ins pectors to review trial files  
against the se stand ards. However, AL L do cuments whi ch enable the conduct, quality and  
compliance of the clinical trial to be verified sh ould be retained.  As a result, any  examples of 
impact on documentation provided in this paper are not intended to give a comprehensive list 
of all docu mentation th at may be generated during a trial  con ducted at a parti cular 
organisation.   
 
Risk adaption of the  Trial Master File documents  (, as defined in Volume 10 Guidance, ICH 
GCP E6) may include: 
 

• Replacement by a do cument that serves a similar function, b ut does not carry the  
title presented in ICH GCP E6 Essential Documents*.  

• Combining of documents so that one document serves a number of purposes 
• Removal, or not p resent beca use it  is n o lon ger a pplicable as a resul t of 

implementation of other risk adaption measures  
 

 
*Note: u nder the UK regulations (SI 2004:1031 as am ended Reg ulation 31A), the se 
documents are still ‘essential’ – an essential document is defined as any document needed to 
enable the conduct, quality or compliance to be verified. 
 
The tabl es below summarise the im pact on  the t rial d ocumentation from t he ad aptions 
currently permitted by the Clinical Trials and GCP Directives that have been presented in the 
text as examples.  F urther guidance on TMF documentation wil l be made available via th e 
MHRA website and thi s wi ll be revised  and developed as th e use of risk-adaption becomes 
more widespread, for exa mple, impact of risk ad aptation on clini cal trial monit oring and the 
resultant documentation. 
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Risk-adaption Related to the IMP 
Documents described in ICH Essential Documents 

Increasing Potential Risk of IMP 

 

Document 
Are Risk Adaptions possible? 

Type A Type B Type C 

Investigators Brochure (IB) Yes (Yes) No 

IB annual Update† No No No 

Sample Label Yes (Yes) No 

Certificate(s) of Analysis Yes (Yes) No 

Investigational Medicinal Product (IMP) 
Shipment(s) 

Yes Yes No 

Instructions for Handling IMP(s) Yes (Yes) No 

Master Randomisation List‡ No No  No 

Decoding Procedures for Blinded Trials No No No 

IMP Accountability at Site Yes (Yes) No 

IMP Return &/or Destruction Yes (Yes) No 

 
Additional documentary considerations resulting from the Directive:  
(included he re for compl eteness, d etails a re in cluded fu rther in the Joi nt Risk Proje ct 
proposals) 
Documents described in Directive 2001/20/EC &/or Directive 2005/28/EC 

Document 
Are Risk Adaptions possible? 

Type A Type B Type C 

Investigational Medicinal Product Dossier Yes (Yes) No 

Manufacturer’s Authorisation  for 
Investigational Medicinal Product (MIA 
(IMP) 

Yes (Yes) No 

Manufacturer’s Authorisation (MA) (Yes) No No 

Authorisation for IMP Importation No No No 

Qualified Person Certification  
(where required) 

Not 
Applicable 

(Yes) No 

Statement of EU GMP or EU GMP 
Equivalence  

Yes (Yes) No 

Yes – possible, (Yes) – may be possible on case by case basis,  
No – little, if any flexibility in requirements 
 
†   Requirement conferred by Directive 2005/28/EC not ICH GCP 
‡   Note for all trials where ran domisation and/o r blinding ta kes pla ce it should be 

documented how thi s procedure was undertaken in orde r to verify complia nce with th e 
randomisation schedule 
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It should be borne in  mind that the  presence of a placebo within a tri al design, may m ean 
additional documentation is required for Type A and Type B trials to demonstrate the quality 
of that produ ct (the pla cebo) has been maintained and that the requirements of GMP have  
been satisfied. 
 
Risk-adaption Related to Safety Surveillance 
 
For safety surveillance and reporting,  the re quirements and permitted adaptations are the 
same for all categories of trials 
 

Document 
Documents described in ICH Essential 
Documents 

Adaption 
Possible 

Safety Surveillance 
(as described in the protocol) 

Yes 

Serious Adverse Event Reports Yes 

Adverse Event Reports Yes 

 
Additional documentary considerations resulting from the Directive:  
(included here for completeness) 
 

Document 
Documents described in Directive 
2001/20/EC &/or Directive 2005/28/EC 

Adaption 
Possible 

Additional Information Relating to Death 
Reports 

No 

Suspected Unexpected Serious Adverse 
Reaction (SUSAR) Reports 

No 

Evidence that Concerned Investigators 
have been informed of SUSARs for the 
IMP  

No 

Annual List of Suspected Serious Adverse 
Reactions  as part of the Annual Safety 
Report/Drug Safety Update Report  

No 

 
Additional documentation resulting from the Risk-adaption Proposals:  
 

Document 
 

Type A Type B Type C 

Safety Monitoring Plan No No No 

 
This do cument is anti cipated to  be  highly adapted to  the  trial under co nsideration, 
consequently for trials in marketed products used within their aut horisation, it is antici pated 
that this plan will  not be exten sive unless the i ntervention/normal treatment regime n is 
complex. 
 
 

 16 



Version: 10th October 2011  
 

Examples of Essential Documents that May be Adapted by Combination 
 
There are a number of essential documents which it may be  possible to adapt by combining 
them.  Typically su ch d ocuments in clude staff deleg ation, and si gnature logs which 
specifically assi gn th e responsibility of Ca se Report F orm correc tions and/or subject 
identification, screening and enrolment logs. 
 
For research active centres, it may be appro priate for records to be held centrally rather than 
in ea ch t rial, in o rder that  they may b e refe renced by a n umber of trial s, a nd maintai ned, 
controlled and updated in a co-ordinated manner periodically, rather than each time a tri al is 
established.   Such re cords m ay incl ude curr iculum vitae, statements of GCP trainin g, 
definition of clinical trial  resp onsibilities by role (where those assigned to each role i s then  
further in cluded in the tria l-specific re cord), re cords that demon strate equi pment (in cluding 
computerised system s), fa cilities o r sto rage areas a re fit-for-pu rpose a nd/or n ormal valu es 
(such as laboratory ranges). 
 
All trials categories may have records that are adapted in this way.  It is anticipated that such 
arrangements would be transparent in Standard Operating Procedures. 
 
A Combined Trial Master File/Investigator Site File 
 
Where extensive functions/tasks have been delegated from the Sponsor to the Investigat or, 
the Trial Ma ster File and Investigator Si te Files may be co mbined.  Con sequently the  
Investigator may assume responsi bility fo r mai ntenance of a number of the records I CH 
defines as t he re sponsibility of the Sponsor .  Under the se circumstances, there i s no 
requirement for the separate maintenance by the Investigator of both a Trial Master File and 
an Investigator Site File.   
 
Due consideration should be given to the confidentiality of personal data in line with national 
data protection requirements and the undertakings of the signed, informed consent. 
 
The location of all files tha t constitute the Trial M aster File (or combined TMF/ISF) should be 
referenced and retained for the total archive period in a co-ordinated manner. 
 
Where functions of the S ponsor have been contracted to a thi rd party, the cont ract (or other 
trial-related documentation) should specify for the e stablishment, maintenance and archiving 
of the Trial Master File. 
 
b) Retention time of essential documents  
For trials that are not inten ded to support Marketing Authorisation applications (or variations) 
to the Comp etent Authori ty, the Spon sor and t he Chief Investi gator shall e nsure that th e 
documents containe d, or whi ch have been co ntained, in the TMF are retai ned fo r 5 ye ars 
after the conclusion of the trial. This will apply to  many of the lower-risk trials. In addition, the 
Sponsor and the Chief Investigator shall ensure that the medical files of trial participants are 
retained for at least 5 years after the conclusion of the trial.  
For trial s int ended to su pport Ma rketing Authori sation appli cations (or va riations) to th e 
Competent Authority, the Marketing Au thorisation Holders mu st arrange for e ssential clinical 
trial documents (including case report forms) other than participant’s medical files, to be kept 
by the owners of the data:  

— for at least 15 years after completion or discontinuation of the trial,  
— or for at lea st 2 years aft er the g ranting of the last marketin g a uthorisation i n the 

European Community and  whe n there are no pe nding or conte mplated m arketing 
applications in the European Community,  

— or fo r at le ast 2 yea rs a fter formal  di scontinuation of clini cal d evelopment of the  
investigational product. 
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(ref: DIRECTIVE 2005/28/EC, Article 17; DIRECTIVE 2003/63/EC,) 
 
7. GCP Inspections 
 
GCP Inspections have always included a risk-based element to them, but this has historically 
related to th e numb er a nd nature of trials conducted, the exte nt and vulne rability of the 
populations included in those trials, and any prior inspection history.   
 
Inspections are u sually perfo rmed o n a system s basis at th e orga nisational level, and 
although trials equivalent to standard of care have been included, in general trials selected for 
inspection are: 

• Double-blind and/or randomised in nature 
• Multi-centre 
• Representative across diverse therapeutic areas and subject populations 

 
For each organisation to date, in order to evaluate the Sponsor’s control and efficiency of their 
quality system, it has been typical to select a number of trials for revi ew. Where possible, the 
focus i s o n t he m ore co mplex trial s, but where necessary in cluding th ose eq uivalent to  
standard care to evaluate the system.   
 
In some ci rcumstances, t his ha s re sulted in  a large numb er of findings, as trial s we re 
inadequately do cumented for retrospective recon struction. Also, in th e a bsence of clear 
protocols and/or comprehensive risk strategy documentation, it h as not been possible (often 
in conjunction with the Sponsor and research team) to resolve compliance matters in terms of 
the significance of findings relative to the participant safety and/or trial results.   
 
It is anticipat ed by Inspe ctors that throu gh the introduction of a trans parent risk assessment 
process (as described in this documentation), trials which are equivalent to standard care will 
be evident in the Sp onsor’s portfolio and will be subject to a l ower frequency of inspection 
than those which fall at the highe r end  of the ri sk. It is likely that those org anisations who  
conduct trials only equivalent to standard of care may not be routinely selected for inspection 
and/or subject to inspection on a less frequent basis. 
 

In orde r for t his system t o functio n ef fectively, the basi s of ri sk a ssessment need s to b e 
transparent. Con sequently, the MHRA GCP In spectorate h as be en in volved in the  
development of the se p roposals a nd end orse the  app roach d escribed bel ow.  The  G CP 
Inspectorate supports the outputs and will consider these in the scheduling of inspections.   
 
Furthermore, during inspections, considerations of the Inspecto rs will be influenced by these  
proposals regarding available documentation and the extent of any systems used within the 
trial. 
 
 

 18 



Version: 6 October 2011  

 
Appendix 2 
 
Guidance on Risk-Proportionate Approaches to the Management and 
Monitoring of Clinical Trials 
 
Introduction 
The purpose of this guidance is to assist Investigators and Sponsors: 
 

• Consider and identify the main hazards inherent in a clinical trial protocol  
• Develop relevant risk-mitigation plans 
• Develop proportionate trial management and monitoring plans.   

 
The guidance includes the assessment of risks to the safety and rights of the trial participants, 
and the risks to the reliability of the trial results associated with the design, data collection, 
and analysis. It does not address risks associated with the training and experience of 
the trial team, host sites or other institutions involved in the conduct of a study. For 
guidance on these aspects, see the NIHR Research Support Services Framework.  
 
It is recommended that the assessment of risks in a study is first undertaken in advance of an 
application for funding and in parallel with the development of a detailed protocol. This will 
allow the study design, risk mitigations*, safety monitoring procedures and trial management 
plans included in the protocol to be informed by the risk assessment; the extent of safety and 
data monitoring will also have implications for the funding and resources required. It is, 
therefore, recommended that critical study considerations are assessed prior to funding and 
sponsorship applications, as well as prior to finalisation of the study protocol. 
 
Key objectives of this process are to: 

• Provide a common language for, and structured approach to, risk assessment, trial 
management and monitoring planning that will facilitate discussions between 
stakeholders, including investigators, sponsors, funders, regulators, pharmacists, and 
site regulatory and governance staff. 

• Achieve agreement of the regulatory authority on the level of risk associated with the 
trial intervention and the proposed plan for monitoring participant safety (through 
submission of a safety monitoring plan). 

• Assist investigators in planning the resources required for the appropriate 
management of the study.  

 
It is recommended that the risk assessment is re-visited periodically over the life-time of a trial 
to take into account new information and issues that become apparent only after the start a 
study. 
 
[DN Footnote]* By risk mitigations we mean strategies or procedures that reduce either the 
impact or the probability of an adverse consequence of a hazard 
 
Risk assessment  
 
This is considered in two sections: 

A. Risks to participant safety associated with the IMPs and other intervention(s) 
being tested 

B. Other risks associated with the design and methods of the trial, such as risks to: 
• participants due to the clinical procedures specified by the protocol; 
• participant rights related to consent and protection of their data; and   
• reliability of trial results. 
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A. Risks to participant safety associated with the intervention(s) being 
tested  
 
As outlined in the main document above, the risks to participants associated with the 
intervention(s) under investigation are assessed in relation to standard care for the patient 
group concerned and the level of knowledge of the effects of the interventions. The risk 
category of the trial interventions will guide the nature and extent of patient safety monitoring 
that will be required in the trial. In general a Type A trial will involve a low intensity of safety 
monitoring, a Type B trial a moderate intensity and a Type C trial a high intensity above 
standard of care. The points to consider in developing a safety monitoring plan are: 

• the nature of the IMP,  
• the potential toxicities (known/unknown) i.e. hazards 
• which body systems may be affected 
• and what monitoring will be done and when i.e. mitigation  

 
It is suggested that the chief investigator’s/sponsor’s assessment of the IMP risk category and 
a safety monitoring plan are included with the application for a Clinical Trial Authorisation 
(CTA) , either as an appendix to the trial protocol, or incorporated into the body of the protocol 
or in a covering letter. They would thereby be reviewed by the MHRA assessor and agreed as 
acceptable (or not) through the MHRA response notification.  
 
For example, a table such as this could be used to help develop the protocol and may be 
submitted with the CTA application: 
 

Study Title: 

EudraCT: 

Sponsor: 

Risks associated with trial 
IMP/interventions 

 Type A ≡ Comparable to the 
risk of standard medical care 

 Type B ≡ Somewhat higher 
than the risk of standard 
medical care 

 Type C ≡ Markedly higher 
than the risk of standard 
medical care 

Justification 

IMP/Intervention Body 
System 

Hazard Likelihood 
(L,M,H) 

Mitigation Comments 

ABC 123 
 
 
 
 
 
 
 
 
 
 

metabolic 
 
GIT 
 
GIT 
 
 
CVS 
 

hyperglycaemia 
 
pancreatitis 
 
raised 
transaminases 
 
prolonged QT 
interval 
 
 

L 

L 

H 

 

M 

 

blood 
glucose 
monitoring 
amylase 
and lipase 
 
LFTs 
 
digital 
ECG,  
Holter 
monitoring 

X hourly 
 
 
daily 
 
 
daily 
 
X Hours 
X hours 

Outline any other processes that have been put in place to mitigate risks to participant 
safety (e.g. IDMC, independent data review,...) 
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Measures and controls where the risk of the intervention is considered to be comparable to 
standard care (i.e. Type A) need not be spelled-out in detail. However basic assumptions 
about routine monitoring and consideration should be summarised as part of the justification 
provided. 
 
Some issues to be considered in the assessment (this list is not comprehensive) 

 
• Phase of development 

- Study population: healthy subjects or patients? 
- If licen sed, i s it b eing u sed out side its licen sed i ndication? Has th e d osage 

regimen/route been modified? 
- If so, what are the implications of any modifications for participants? 

 
• Safety profile – 

- What a re th e kn own/anticipated safety issues? Are they all ad dressed within 
normal clinical practice (standard care)? 

- If unknown, what are the anticip ated risks/other effects based on preclinical data 
or knowledge of class of drugs? 

- Is the duration of use compatible with previous experience? 
- Is there a potential risk of dosing errors? 
 

• May concomitant medications increase the risk, i.e. interactions? 
 

• What are the implications of the status of the product for patient safety monitori ng in 
addition to standard care e.g. additional laboratory investigations; ECG; imaging;  
 

• Are any other risk mitigation strategies are necessary, such as  
- Restrictive eligibility criteria, e.g. exclusion of individuals at particular risk of harm 

because of co-morbidities or taking certain drugs which may interact 
- Treatment protocol, e.g. timing / titration of doses; location of administration 

(specialist unit, routine clinical setting, self-administration); therapeutic drug 
monitoring availability of rescue medication and, where appropriate, suitable 
support facilities  

- Criteria for stopping or modifying study treatment, e.g. local clinical review and 
decision-making; a pre-specified treatment algorithm; or central oversight of 
clinical safety data by dedicated trial physicians or an independent Data 
Monitoring Committee 

- Adverse event (AE) reporting strategy, e.g. Adverse event recording may be 
extensive (all AEs regardless of relatedness or seriousness or expectedness) or 
may be more focussed (e.g. organ-specific events, events of particular concern, 
or serious AEs only); although reporting to the sponsor and regulatory authority 
should always be in line with regulatory requirements 

- Duration of exposure and follow-up, e.g. for trials involving an advanced therapy 
medicinal product the duration of exposure and intensity/length of follow-up would 
need to be discussed 

- Trial oversight: e.g. central clinical team may be able to provide study- and drug-
specific expertise; the Trial Steering Committee may include experts in the 
disease, its routine management and the study treatment; an independent Data 
Monitoring Committee to allow unblinded evaluation of emerging safety data, 
assessment of risk/benefit, and refinement of protocol to address any new safety 
concerns  
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B.  Other risks associated with the design and methods of the trial 
 
This section covers those risks that arise from the protocol and study procedures, other than 
those associated with the intervention, namely: 

 
1) risks to participants associated with 

a) the clinical procedures specified by the protocol; 
b) failure to obtain fully informed consent;  
c) failure to protect personal data; and 

 
2) risks to the reliability of results 
 

A similar process is suggested for all these areas of risk:   
• Review the protocol to identify whether or not it contains any aspects that materially 

increase the risks in areas outlined below.  
• Identify the specific potential hazards , and  
• For each hazard identified, consider the appropriate mitigation, management and 

optimal monitoring strategy. 
 
A table such as this might be compiled: 
 

Risk Area: 
(see issues to 
be considered 

below) 

 
Particular 

risk 
identified? 
(Yes/No) 

If  yes, specify 
concerns 

 

If yes, can the 
risks be 

minimised? 
Specify any 
mitigations/ 
Adaptations 

If yes, could 
monitoring 

methods help to 
address 

concerns? 
(Specify) 

     
 
 
1. RISKS TO PARTICIPANTS   
 
a) Risks to participant safety from clinical procedures specified by the protocol 
 
Just as for the risks associated with the trial intervention, these should be assessed relative to 
standard investigations and procedures for the clinical condition of the participants in the trial.  
For example, if an invasive procedure (such as a biopsy) is normal practice for good quality 
care, then its inclusion in the study protocol would not be an additional risk to participants. 
However, if it was being done only for the trial and was not part of standard care then it would 
constitute an additional risk.  
 
Some issues to be considered in the assessment (this list is not comprehensive) 

• Does the protocol require any investigations or other clinical procedures that carry 
significant risk? 

• Does the protocol require additional procedures over and above those which would 
be expected from standard care for the participant’s clinical condition – e.g. blood 
tests, biopsies, X-rays, lumbar puncture, contrast media scans? 

• If so, what is the likelihood and severity of the harm that might be caused to the 
participant? 

• What measures might reduce either the likelihood or severity of harm to the study 
participants? For example:  
- qualifications, experience and training of clinical staff at site,  
- special facilities or equipment,  
- additional training by the CI or delegate, 
- monitoring to identify problems and take measures to protect current and future 

participants 
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b) Risks to participant rights from failure to obtain appropriate consent 
 
The ability of trial participants to give fully informed consent depends on: (i) the vulnerability 
and mental capacity of the study population, and (ii) the consent process. If there is some 
reason that the relevant study population may lack the capacity to give fully informed consent 
(such as being a child, having some degree of cognitive impairment or being recruited with an 
acute life-threatening condition or following the administration of opiate analgesics), then 
there might be particular concerns that may have implications for the consent process (e.g. 
numbers of stages or timing) and the provision of patient information according to their 
capacity to understand it. Detailed guidance is provided by the National Research Ethics 
Service (See http://www.nres.npsa.nhs.uk/applications/guidance/consent-guidance-and-
forms) 
 
The risks should be judged relative to the ability of a fully competent adult with a chronic, 
non-life-threatening condition to give consent. 
 
The level of risk may also depend on the treatment options for that patient group. Where the 
interventions under investigation and the protocol management are similar to standard 
practice, the risk to patient rights in relation to receiving trial treatment would probably be 
judged to be lower than if experimental treatments were being tested. 
 
Trials involving patients who are competent to give consent, but the trial intervention must be 
administered immediately, such that patients have very little time to consider whether or not 
they wish to participate may be of concern. In this instance, the effect of the time constraints 
on participants should be considered in both the protocol and risk management plans. In an 
emergency situation, the consent may have to be taken by someone, such as an A&E staff 
member, who is not entirely familiar with the trial. 
 
Some issues to be considered in the assessment (this list is not comprehensive) 
 

• Does the study population include particularly vulnerable groups (e.g. children, 
elderly, patients with mental health problems)? 

• Are the participants likely to lack capacity to give fully informed consent (e.g. severe 
pain, cognitive impairment, language difficulties)? 
- If so, what are the foreseeable risks/burdens for these participants 

• Who will decide whether or not a participant is capable of giving consent? 
• Does the consent process allow sufficient time for the participants to consider their 

decision and discuss it with an independent party (e.g. non-emergency treatment)  
• What measures might reduce the likelihood that participants might be included in the 

study without the appropriate level of consent? For example: 
- experience and training of clinical staff at site,  
- nomination of a professional representative, legal representative or  consultee 
- assent guidance 
- additional training by the CI or delegate, 
- monitoring to identify problems and take measures to protect current and future 

participants 
 
c) Risks to participant rights from failure to protect their personal data 
 
It is essential that personal data collected in the course of any clinical study, even if collected 
with the consent of the individual, are held securely and are only accessed by authorised 
staff. There may be particular concerns for the preservation of participant confidentiality, 
where the data in question are especially sensitive or when the study involves the transfer of 
data between organisations (see the Framework Code of Practice provided by the Information 
Commissioner’s Office).  
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Some issues to be considered in the assessment (this list is not comprehensive) 
 

• Are particularly sensitive data being collected? 
• Are personal identifiers associated with the data? 
• Will consent of the participant to access and use the data been obtained? If personal 

consent is not possible, has consideration been given to what would happen to the 
data in the event that the patient dies? 

• Are data to be sent outside the country? Are data protections equivalent to those in 
the UK? 

• Has consent been given to share the data with third parties (if relevant)? 
• Are the data security measures appropriate to the types of data? 

 
 
2. Risks to the reliability of results 
 
The design of a study has a major impact on the robustness of the results. The objectives of a 
study may limit the design options and render some features of a robust design inappropriate. 
For example, in an early phase trial of a drug about which there are serious safety concerns, 
detailed eligibility criteria may well be required, whereas they may be an inappropriate 
obstacle to obtaining reliable general evidence in a pragmatic trial of an intervention that is in 
common use. A subjective outcome may be the relevant endpoint for a trial, but it may be 
difficult to mask the identity of the intervention from the persons assessing the outcome, thus 
increasing the risk of bias. In general, the more robust the design the less the dependence 
there is on quality control and assurance measures to secure reliable results. Within the 
constraints imposed by the objectives of the trial, the investigators are advised to make the 
study as robust as possible. Obstacles to recruiting sufficiently large numbers of patients in 
order to assess the efficacy and safety of the study treatment reliably should also be identified 
and, wherever possible, mitigated. 
 
Features of a robust design include:  

• Simple, relevant eligibility criteria  
• Outcome measures which are objective and simple to assess accurately.  
• If objective outcome measures cannot be used, then effective masking of the 

intervention when assessing the outcome 
• A properly generated randomisation schedule and a randomisation method that 

prevents the prediction of treatment allocation when entering patients into the trial  
• A simple intervention that is difficult to apply incorrectly 
• Sufficient power to detect realistic effects of the intervention 
• Minimal risk of missing key data items, for example, by having a short follow-up or a 

follow-up schedule that is similar to standard care 
 

The Cochrane Risk of Bias Tool provides additional guidance on these issues 
(http://cdag.cochrane.org/Files/risk%20of%20bias%20table%20template.doc). 
 
It is important to recognise that it is the reliability of the trial results rather than the data per se 
that is paramount. So quality control and assurance methods should focus on the quality of 
data required to meet the trial objectives and obtain reliable results rather than simply on data 
accuracy. In particular, randomised controlled trials have strengths, e.g. a control group that 
differs only randomly from the intervention group - other than with respect to the effects of the 
investigational treatment that may allow differences in outcome to be assessed reliably. This 
may be possible even when data collection is not complete, provided that data quality does 
not differ systematically by treatment group. Even so, it is appropriate that investigators and 
sponsors put in place systems that facilitate the collection of data that are of sufficiently good 
quality for the purposes of the trial, and to justify the approaches that they have taken. For 
example, it may be appropriate to undertake targeted quality control of key items (e.g. 
endpoint data) and to tolerate some variability in the quality of some other data items. 
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Data collection and handling methods that may help improve data quality include: 
• well-designed, unambiguous and tested case report forms (CRFs), whether paper or 

electronic, that focus on the essential data required for the particular trial  
• procedures to ensure a timely flow of data from investigator sites and checks of the 

data, as they are received  
• a user-friendly, validated database  
• data verification and validation (e.g. a database may contain in-built range and 

consistency checks)  
• data management and transfer methods that ensure an audit trail is maintained from 

the primary data to the database, and from the database to the analysis files (with 
changes that are controlled, attributable, and properly authorised). 

• valid analyses using appropriate techniques; this may be facilitated by the 
development of a statistical analysis plan that is peer-reviewed and agreed with the 
trial oversight committees  

• quality control checks of statistical outputs (and publication) 
 
 
Some issues to be considered in the assessment (this list is not comprehensive):   
 
(i) Robustness of the trial design 
 

• Eligibility criteria:  
- Compl exity 
- Special tests/assessments required 
- Potential for external verification 
- Degree of precision required for trial validity 
 

• Method of randomisation (if applicable): 
- Robust method used to generate and check the randomisation schedule  
- Does the method of random allocation of treatment arm prevent prediction before 

a patient is entered into the trial? For example, centralised randomisation by 
telephone or web; by allocation of a treatment pack held in pharmacy rather than 
sealed envelopes stored in clinic; avoidance of known block sizes, particularly in 
an open label study 

 
• Intervention: 

- Complexity/potential for error (e.g. complex chemotherapeutic regimen with 
multiple drugs, different doses and dose-adjustments) 

- Clarity of process of dose escalation (if applicable) 
- IMP management, storage and dispensing requirements 
- Impact and likelihood of non-adherence 
 

• Masking of the intervention (if applicable): 
- This is always desirable if it can be achieved, but is it essential? For example, 

outcome measures cannot be objective 
- Who needs to be blinded? For example, patient, clinician, clinical assessor 
- Is it effective? Has it been tested? Could there be any unwarranted unblinding in 

the course of the trial? 
- Could there be any unblinding during the course of the trial? Consider potential 

impacts of who has access to randomisation schedule, methods for emergency 
unblinding, unblinding for Serious Unexpected Suspected Adverse Reaction 
reporting, whether unblinding of individual patients’ treatment will be required 
before the end of the trial 

 
• O utcome measures: 

- Degree of objectivity  
- Potential for standardised assessment with validated methods 
- Potential for simple external verification (e.g. death certificate, copy of an 

investigation report) 
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- Potential for unbiased adjudication or review (masked to treatment allocation – 
e.g. Central assessment of investigations, Independent Endpoint Review) 

 
• Completeness of follow-up: 

- Duration 
- Intens ity 
- Complexity of procedures – extent to which they differ from normal care of the 

patient group 
- Impact and likelihood of non-adherence 
 

• Statistical issues all considered, such as: 
- Clear objectives and endpoint measurements 
- Appropriate trial design 
- Adequate sample size (e.g. is there sufficient power to comfortably detect the 

anticipated effect of the intervention) 
 Clear and appropriate analysis plans (interim and final) 

 
(ii) Data collection methods 
 

• Volume and complexity of the data required 
- Including amount and required timeliness of patient safety data 

• Design and piloting of the CRF 
• Database design, validation and testing 
• Potential for fraudulent data and for detection via the database 
• Methods of data transfer from primary data to database to final analysis file 

 
(iii) Site issues  (NB these are not fully addressed in this guidance – see NIHR Research 
Support Services Framework for further details) 
 

• May there be sites included in the trial that introduce particular vulnerabilities, such as 
inexperienced sites or sites where there may be language barriers? 

 
 
Risk-adapted trial monitoring plans 
 
Trial monitoring is not a standardised activity that must be implemented in an identical way in 
all trials. The risk assessment guidance in this paper is designed to assist sponsors and 
investigators in the identification of the main risks in the trial, and the development of targeted 
and proportionate monitoring plans.  Following a structured review of the vulnerabilities 
associated with the trial design and methods, as suggested above, a trial-specific and 
targeted monitoring plan may be developed. However, unanticipated risks may emerge in the 
course of a trial; it is therefore recommended that the risk assessment and associated 
monitoring plans be kept under review and modified as necessary. 
 
The purpose of trial monitoring is to provide oversight during the conduct of a trial to give 
reassurance that the study protocol and procedures are being followed, that and 
legal/governance requirements are being complied with, and that the critical data collected 
are reliable. If they are not, these need to be identified in a timely way so that remedial 
actions can be taken (for example, further training). Conducting a risk assessment should 
identify the main potential risks associated with a trial protocol, and lead to the selection of 
appropriate management and monitoring approaches to mitigate those risks and to indentify 
and resolve issues promptly.  
 
The extent and nature of monitoring would normally be determined prior to the start of the trial 
and be re-assessed during the course of a trial. The clinical trial risk assessment may be used 
to determine the intensity and the focus of the monitoring activity, whilst the trial design 
would inform the methods used for monitoring. Assessment of the sites, staff facilities and 
training needs may also influence the intensity and nature of monitoring methods.  
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There are a number of different approaches and techniques that are commonly used for study 
monitoring (see below). However, there is little empirical evidence on their effectiveness and 
optimal use. On the basis of experience, it is reasonable to select some or all of them for 
inclusion in study monitoring plans. Which approaches are used will depend on the nature of 
the risks identified for a trial and their potential impact. Further research is needed on the 
efficacy and cost-effectiveness of different procedures so that future decisions on monitoring 
can be evidence-based. 
 
1. Commonly used monitoring procedures 
 
Commonly used monitoring procedures which are described in more detail in the Clinical 
Trials Toolkit (http://www.ct-toolkit.ac.uk/_db/_documents/Trial_MP.pdf) include: 
 

• Trial oversight structures, for example: 
- Trial Management Group (TMG)  
- Trial Steering Committee (TSC) 
- Independent Data Monitoring Committee (IDMC) 

 
• Monitoring activities that do not require visits to individual sites, for example:  

- Monitoring trial progress from the coordinating centre by the trial team 
- Resolving trial-related issues by telephone/email 
- Ongoing training/motivation meetings and teleconferences 
- Telephone conversations with site staff, web-enabled training 

 
• Central monitoring of the trial and data, for example: 

- Eligibility checks prior to randomisation 
- Rates of recruitment, withdrawals and losses to follow-up by site 
- Checks for missing or invalid data (range and consistency checks) 
- Checks that dose adjustments, investigation and management of events are 

consistent with the protocol 
- Cale ndar checks 
- Checks for unusual data patterns 
- Assessment of adverse event and toxicity reporting rates 
- CRFs completed by authorised persons 
- External verification (with participant consent) of events (e.g. birth, disease and 

death registries) 
 

• On-site monitoring visits: 
- Ongoi ng training/motivation 
- Checking understanding and adherence to study protocol, procedures and 

governance requirements (including any conditions in regulatory or ethics 
approval) 

- Review of consent procedures  
- Source data verification (as appropriate for the particular trial) 
- Verification that resources and facilities remain adequate 
- Verification of appropriate oversight and documented delegation by the local 

investigator 
 

The impact of problems identified during the course of a trial should be considered at the level 
of both the individual trial participants and the overall trial results. Robust monitoring 
procedures should allow appropriate moderation or escalation of issues, dependent upon the 
outcome of the measures employed. For example, for a site where remote monitoring or 
central monitoring is not resulting in improved data quality, site visits may be appropriate. Any 
action taken in response to monitoring should be evident in the records for the trial maintained 
by the site, trial coordinating team, and/or sponsor.  
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2. Guidance on the focus and intensity of monitoring 
 
The chart below brings together the risk assessments described above, and provides 
principles for investigators and sponsors to consider when determining the focus, type and 
intensity of study monitoring. There are many different approaches to quality control in a 
clinical study, and the most appropriate modalities will depend on the number of sites and 
logistical issues as well as the risk.   
 

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 

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. 

Risk 
associated 
with the  
intervention 
/IMP 

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. 

 
The level of risk of the intervention relative to the standard of care for the condition in question 
may influence the intensity of monitoring and lower the threshold for site visits. In general, the 
less clinical experience there is with a treatment, the greater the importance that safety data 
are complete and the lower the threshold might be to visit a site where data quality is in 
question.  For trials using unlicensed IMP (Type C), GCP inspectors would usually expect 
effective site visits to be part of the monitoring plan. 
 
Where central monitoring methods predominate, for example in Type A trials with no 
particular trial design vulnerabilities, there may still be reasons for site visits or other direct 
contact with site staff, when central monitoring indicates a cause for concern or for other 
reasons (such as new sites that are less well known to the trial coordinating team or when 
there have been changes of key site staff).  
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Whatever the monitoring plan, the results of the monitoring (by whichever methods employed) 
should be used to inform necessary changes to the trial management and monitoring plans.  
They may justify moderation (downgrading of activities) or require escalation of activities to 
correct a problem or prevent it reoccurring (for example, additional training and revised 
processes).
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