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1.  General comments 

Stakeholder number 

(To be completed by the 

Agency) 

General comment (if any) Outcome (if applicable) 

(To be completed by the Agency) 

 The Health Research Authority welcomes the proposed 

addendum to the International Conference on 

Harmonisation of Technical Requirements for 

Registration of Pharmaceuticals for Human Use (ICH) E6 

(R2) guideline on good clinical practice (GCP) which we 

believe will provide increased clarity and encourage 

implementation of improved and more efficient 

approaches to clinical trial design, conduct, oversight, 

recording and reporting. We also welcome the new 

guidelines that have been added to address issues that 

require ethical guidance. 
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2.  Specific comments on text 

Line number(s) of 

the relevant text 

(e.g. Lines 20-23) 

Stakeholder number 

(To be completed by 

the Agency) 

Comment and rationale; proposed changes 

(If changes to the wording are suggested, they should be 

highlighted using 'track changes') 

Outcome 

(To be completed by the Agency) 

355  Comment:  

1.38.1 Monitoring plan – the definition provided here does not 

explicitly encourage a risk-based approach nor recognise the 

possibility to set out a plan that may be adapted in response 

to the study findings and might usefully do so. 

 

However, we note and welcome the emphasis placed on a 

“systematic, prioritized, risk-based approach to monitoring” 

(line 1325) which does make clear that any approach to 

monitoring needs to be based on decisions about the 

appropriateness of the methods, responsibilities and 

requirements. 

 

 

888  Comment: 

4.9.0 Minor comment: We suggest that it may be more helpful 

to change the order of the words in the sentence  

 

“Source data should be attributable, legible, 

contemporaneous, original, accurate, and complete” to  

 

“Source data should be contemporaneous, original, 

attributable, legible, accurate, and complete.” 

 

Furthermore, with reference to the term “source data”: in 

pragmatic trials conducted in primary care, where the trial 
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Line number(s) of 

the relevant text 

(e.g. Lines 20-23) 

Stakeholder number 

(To be completed by 

the Agency) 

Comment and rationale; proposed changes 

(If changes to the wording are suggested, they should be 

highlighted using 'track changes') 

Outcome 

(To be completed by the Agency) 

data are extracted from the healthcare institution’s electronic 

record systems, there will often be an absence of what is 

commonly regarded as “source data”.  It would be helpful if 

this scenario could be specifically addressed in the guideline in 

order to clarify the applicable requirements and facilitate such 

trials. 

 

Proposed change (if any): 

 

‘Source data should be contemporaneous, original, 

attributable, legible, contemporaneous, original, accurate, and 

complete’. to ‘Source data should be contemporaneous, 

original, attributable, legible, accurate, and complete.’ 

 

975  Comment: 

5.0 Quality management – The HRA welcomes this addendum, 

and its emphasis on efficiency and proportionality (i.e. “The 

methods used to assure and control the quality of the trial 

should be proportionate to the risks inherent in the trial and 

the importance of the information collected.”) 

 

 

1013  Comment: 

5.0.5 Risk communication - The sentence “The quality 

management activities should be documented and 

communicated to stakeholders to facilitate risk review and 

continual improvement during clinical trial execution” could be 

read as requiring that everything that might be considered to 
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Line number(s) of 

the relevant text 

(e.g. Lines 20-23) 

Stakeholder number 

(To be completed by 

the Agency) 

Comment and rationale; proposed changes 

(If changes to the wording are suggested, they should be 

highlighted using 'track changes') 

Outcome 

(To be completed by the Agency) 

fall under the broad term of “quality management” would 

need to be documented. This would result in disproportionate 

level of bureaucracy and we suggest that this paragraph 

would benefit from greater specificity.  

 

1081 - 1105  Comment: 

At 5.5.3 – We suggest that this section (as a whole and the 

proposed addendum) might helpfully include explicit reference 

to the conduct of primary care pragmatic trials using routine 

electronic health records. In such trials some of the 

requirements applicable to more traditional clinical trials may 

not be met; in particular the requirement for validation (i.e. 

“completeness, accuracy, reliability, and consistent intended 

performance.”).  

 

It would be helpful to directly address the use of electronic 

trial data in primary care pragmatic trials in order to clarify 

how the applicable requirements might be adapted, in a 

proportionate manner, so that these important and efficient 

types of clinical trials are facilitated.  

 

 

Please add more rows if needed. 


