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A. Inspection Summary 
 

Inspection & Organisation Information 

 

 

Inspection Number 
Insp GCP 18300/10700-0001 (WHHT) 
Insp GCP 31057/1247976-0002 (ENHT) 

Type and Purpose of Inspection Statutory GCP Systems Inspection 

Organisation Inspected West Hertfordshire Hospitals NHS Trust (WHHT),  R&D 
Office, Willow House, Watford General Hospital, Vicarage 
Road, Watford, Herts, WD180HB 
East and North Hertfordshire NHS Trust (ENHT), R&D 
Office, Anritsu House, Stevenage, Herts, SG1 2EF 

Organisation Address WHHT, R&D Office, Willow House, Watford General 
Hospital, Vicarage Road, Watford, Herts, WD180HB 
ENHT, R&D Office, Anritsu House, Stevenage, Herts, SG1 
2EF 
Sites:  Mount Vernon Hospital (ENHT) and Watford General 
Hospital (WHHT). 

Organisation Type Non Commercial Sponsor Inspection 

Dates of Inspection 24
th
 – 27

th
 September 2013 

Lead Inspector Andy Fisher, Senior GCP Inspector 

Accompanying Inspector(s) None 

Date of Closing Meeting 27
th
 September 2013 

Inspection Report Date 8
th
 November 2013 

 

 

Clinical Trials Reviewed 

 

 

Protocol Reference and Title 

RD2010-68:  A randomised, double-blind, placebo 
controlled trial to compare the early administration of 
intravenous haloperidol versus placebo in the prevention 
and treatment of delirium in critically ill ventilated patients 

(HOPE) 

Sponsor Name & Address West Hertfordshire Hospitals NHS Trust (WHHT) 

EUDRACT Number 2009-017842-30 

REC Reference Number 10/H0505/65 

IMP Details 

Product Name: haloperidol 
Trade Name: haloperidol 
 (Antigen Pharmaceuticals) 
Product Name:  Sodium Chloride injection BP 0.9% 
(Placebo)  
Trade Name: Sodium Chloride injection BP 0.9%  (Braun) 
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Protocol Reference and Title 

RD2007-114 Dynamic contrast enhanced MRI (DCE-MRI) 
assessment of the vascular changes induced with 
Bevacizumab alone and in combination with Interferon-a in 

patients with advanced renal cell carcinoma (RCC) (DCE-

MRI) 

Sponsor Name & Address East and North Hertfordshire NHS Trust (ENHT) 

EUDRACT Number 2008-006414-19 

REC Ref Number 09/H0711/6 

IMP Details 

Product Name: Bevacizumab 
Trade Name: Avastin  (Roche) 
Product Name: Interferon Alpha – 2A 
Trade Name: Roferon A (Roche)   

 

 

Protocol Reference and Title 
RD2010-48 A trial of Prostate Radiotherapy in Conjunction 

with Carbogen and Nicotinamide (PROCON) 

Sponsor Name & Address East and North Hertfordshire NHS Trust (ENHT) 

EUDRACT Number 2010-021886-63 

REC Reference Number 11/SC/0064 

IMP Details 

Product Name: 98% Oxygen, 2% Carbon Dioxide Gas 
Trade Name: Carbogen  
Product Name: Nicotinamide 
Trade Name: Nicobion  

 

 

Protocol Reference and Title 

RD2012-37  A Pilot Randomised Controlled Trial of Drug 
Treatment for Depression in Patients undergoing 

Haemodialysis (ASSERTID) 

Sponsor Name & Address 
East and North Hertfordshire NHS Trust (ENHT) and 
University of Hertfordshire. 

EUDRACT Number 2012-000547-27 

REC Reference Number 12/LO/1554 

IMP Details 

Product Name: Sertraline 
Trade Name:  Unknown (A1 Pharma) 
Product Name: Placebo 
Trade Name: unknown 
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Background Information 

This GCP inspection was a joint inspection of two NHS trusts in Hertfordshire.   These two trusts 
involve several hospitals, with the East and North Hertfordshire NHS Trust (ENHT) having 
responsibility for the Lister in Stevenage, the Queen Elizabeth II in Welwyn Garden City, the 
Hertford County and the Mount Vernon Cancer Centre in Northwood; and the West Hertfordshire 
Hospitals NHS Trust (WHHT) having responsibility for Watford General Hospital, St Albans City 
Hospital and Hemel Hempstead General Hospital.    
 
ENHT has been inspected by the MHRA GCP inspectorate previously in December 2009.   
 
It was decided to conduct the inspection the two trusts together because there is a shared R&D 
consortium (R&D Office) between the two trusts, thus the research governance processes are the 
same.  The situation is complicated further however, because the ENHT is also involved in an 
academic partnership with the Royal Marsden NHS Foundation Trust (RMFT).  The result of this 
is that there is separate research governance process for the ENHT‘s Mount Vernon Cancer 
Centre (MVCC), because the EHNT have implemented the research governance process from 
the RMFT for trials conducted at MVCC.  In summary there are 2 quality systems, one for MVCC 
trials and one for the other EHNT trials and for WHHT trials (non-MVCC).  The latter system was 
the focus of the inspection review because the system used by MVCC has been inspected as part 
of inspections of the RMFT, so whilst the system was discussed a detailed review of the MVCC 
SOPs was not conducted, but two trials from the MVCC were reviewed.  Other trials reviewed 
included one sponsored by the WHHT and one co-sponsored between the ENHT and the 
University of Hertfordshire.  The level of the review of the trials can be found in Appendix 1.  

 

B. Definitions of Findings 

 

Critical: 
 a)  Where evidence exists that significant and unjustified departure(s) from applicable 

legislative requirements has occurred with evidence that: 
 

i)  the safety or well-being of trial subjects either has been or has significant potential to 
be jeopardised, and/or 

ii) the clinical trial data are unreliable and/or 
iii)  there are a number of Major non-compliances (defined in (c) and (d)) across areas 

of responsibility, indicating a systematic quality assurance failure, and/or 
 
b)  Where inappropriate, insufficient or untimely corrective action has taken place regarding 

previously reported Major non-compliances (defined in (c) and (d)) 
   

Major: 
c)  A non-critical finding where evidence exists that a significant and unjustified departure from 

applicable legislative requirements has occurred that may not have developed into a critical 
issue, but may have the potential to do so unless addressed, and/or 

 
d)  Where evidence exists that a number of departures from applicable legislative requirements 

and/or established GCP guidelines have occurred within a single area of responsibility, 
indicating a systematic quality assurance failure. 

 

Other: 
e)  Where evidence exists that a departure from applicable legislative requirements and/or 

established GCP guidelines and/or procedural requirement and/or good clinical practice has 
occurred, but it is neither Critical nor Major. 
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C. Reference Texts  
 

 UK Medicines Act 1968. 

 The Human Medicines Regulations 2012, SI 1916 and the applicable statutory instruments 
including 2004/1031 (and subsequent amendments) 

 Directive 2001/20/EC of the European Parliament and of the Council of 4 April 2001 on the 
approximation of the laws, regulations and administrative provisions of the Member States 
relating to the implementation of good clinical practice in the conduct of clinical trials on 
medicinal products for human use (Official Journal L 121, 1/5/2001 p. 34 - 44). 

 Commission Directive 2003/94/EC of 8 October 2003 laying down the principles and guidelines 
of good manufacturing practice in respect of medicinal products for human use and 
investigational medicinal products for human use (Official Journal L 262, 14/10/2003 p. 22 - 
26) 

 Commission Directive 2005/28/EC of 8 April 2005 laying down principles and detailed 
guidelines for good clinical practice as regards investigational medicinal products for human 
use, as well as the requirements for authorisation of the manufacturing or importation of such 
products (Official Journal L 91, 9/4/2005 p. 13 - 19 ) 

 CPMP/ICH/135/95: ―Note for Guidance on Good Clinical Practice‖. 

 Annex 13 to the EU Guide to Good Manufacturing Practice, ‗Manufacture of Investigational 
Medicinal Products‘, July 2010.  

 CPMP/ICH/377/95: (E2A) ―Note for Guidance on Clinical Safety Data Management: Definitions 
and Standards for Expedited Reporting‖ 

 Communication from the Commission — Detailed guidance on the request to the competent 
authorities for authorisation of a clinical trial on a medicinal product for human use, the 
notification of substantial amendments and the declaration of the end of the trial (CT-1)  
(2010/C 82/01) 

 Communication from the Commission — Detailed guidance on the collection, verification and 
presentation of adverse event/reaction reports arising from clinical trials on medicinal products 
for human use (‗CT-3‘) (2011/C 172/01)  
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D. Inspection Findings 
  

Finding 

Number 

Joint R&D Office Findings 

 

1.0 Critical Findings 

 
There were no critical findings identified during this inspection relating to both trusts. 
 

 

2.0 Major Findings 

 
There was 1 major finding identified during this inspection relating to both trusts concerning quality 
systems. 

 

 

2.1 Quality Systems 
 
The necessary procedures to secure the quality of every aspect of the trial shall be 
complied with.  

UK Statutory Instrument 2004/1031 (as amended), Schedule 1, Part 2, (4).   

 

2.1.1 Whilst there were SOPs in place, there was either a complete lack of formal 
procedures to provide detailed processes for some operational activities (see finding 
2.1.2) or some of the procedures had no such detail on the processes that had been 
described to the inspector.  For example the quality system had used the standard 
NIHR Research Support Services procedures with no tailoring to the trusts‘ processes 
*.  As a result there was no mention on the Trusts‘ R&D Steering Group Committees 
(RDSG) in SOP 2011-162 ―SOP Research and Development Department Guidelines 
for the Management of Trust Sponsored Studies‖ Version 1 (01SEP11) and the 
process of the RDSGs‘ role in giving sponsorship in principle and subsequently 
confirming sponsorship, as per the process described to the inspector, was not in this 
or any other SOP.    
 
* ‘Local Standard Operating Procedures (SOPs) to promote high standards and the RSS SOP guidelines 
to support R&D departments to ensure their local SOPs are effective and consistent with those 
elsewhere. The guidelines can be used to create new local SOPs where none exist, or they can be 
used as a review tool to check and/or improve existing local SOPs. This will help effective 
management of research, with everyone involved working to the same principles and procedures to 
ensure patients are protected, research is of high quality and processes are efficient ‘  
IHR RSS webpage (http://www.nihr.ac.uk/systems/Pages/Research_Support_Services.aspx)  
 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
We acknowledge this finding.  The SOP standardisation programme (v1.0 19.07.13) 
as discussed during the inspection has continued and we attach the current version of 
the SOP programme (v2.0 17.02.14).  The SOP Working Group (SOPWG) have now 
completed review of the following SOPs which are now undergoing Trust ratification:   
 

 gSOP-01 (SOP on SOPs) 

 gSOP-19 (QMS) 

 gSOP-02 (SAE reporting Sponsored) 

 gSOP-16 (DSURs) 

 gSOP-10 (Serious Breaches Sponsored) 

 gSOP-31 (Serious Breaches Hosted) 
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 gSOP-13 (Regulatory approvals) 

 gSOP-04 (Consent) 

 gSOP-20 (Patient Information) 

 gSOP-21 (Closure of Sponsored studies) 

 gSOP-22 (End of trial reporting) 

 gSOP-06 (TMF) 

 gSOP-15 (CRF) 
 
We have updated the terms of reference for the R&D Board and R&D Steering 
Groups (RDSGs).  We will review the RSS SOPs to include local processes during 
2014. 
 

2.1.2 Many sponsor functions were delegated to the chief investigator, formal processes to 
be followed to undertake all these functions in a consistent way were not in place.  
Examples (not exhaustive) of a lack of formal procedures identified during the 
inspection included: 
 

 Protocol writing, review and approval (including the lack of formal templates or 
detailed procedures to standardise particular areas, for example 
pharmacovigilance & safety reporting, urgent safety measures, monitoring 
approach etc.) 

 Regulatory green light (ensuring all necessary documentation and activities are 
complete to allow the trial to commence).  

 Application for MHRA approval (including formal links and input from the relevant 
pharmacy and other support functions) 

 Application for Research Ethics Committee (REC) approval  

 Vendor/Co-sponsor assessment 

 Publications of clinical trials of investigational medicinal products (CTIMPs) in 
relation to their quality assurance  

 Documentation of amendment substantiality decision and rationale (see finding 
6.1.1)  

 CRF design 

 Preparation of Patient Information Sheets and consent forms 

 To cover data management, statistical input & analysis and reporting of clinical 
trials 

 Monitoring (It is acknowledged that ASSERTID and MODUS trials have 
contractual arrangements in place for monitoring by an external clinical trial unit 
(CTU), however, a procedure to cover vendor assessment (as above) and sponsor 
oversight of monitoring conduct would be relevant in these cases). There were 
also some monitoring findings as reported in the Trust specific sections.   

 Quality assurance 
   
Whilst a study specific team approach with the R&D office providing direct support for 
the trial has been somewhat successful in compliance terms in the small number 
sponsored trials, the management of an increase in sponsored trials in this way 
without an increase in R&D office resource is likely to be less successful.   The current 
processes are unlikely to be robust for an expansion of trials sponsored by the ENHT 
and WHHT.  It is suggested that standardisation of operational activities via formal 
procedures that clearly define processes and who undertakes what functions would be 
a less resource intensive approach by the R&D Office. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
 

 Protocol writing, review and approval (including the lack of formal templates or 
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detailed procedures to standardise particular areas, for example 
pharmacovigilance & safety reporting, urgent safety measures, monitoring 
approach etc.) 

 
This will be included in gSOP-14 (due to be reviewed April 2014). 
 

 Regulatory green light (ensuring all necessary documentation and activities are 
complete to allow the trial to commence).  

 
This will be covered in gSOP-11, gSOP-12, gSOP-18 (due to be reviewed March 
2014). 
 

 Management of multicentre trials 
 
The R&D Board have agreed that studies will be evaluated under the risk adaptive 
approach and decisions will be made on a study by study basis.  Management of 
multicentre trials will be covered in gSOP-11, gSOP-12, gSOP-18 (due to be reviewed 
March 2014). 
 

 Application for MHRA approval (including formal links and input from the relevant 
pharmacy and other support functions) 

 Application for Research Ethics Committee (REC) approval  
 
This will be covered in gSOP-13 (Review completed December 2013). 
 

 Vendor/Co-sponsor assessment (This had not been done for several examples in 
the ASSERTID trial see finding 6.1.4)  

 
We have added Vendor/Co-sponsor assessment to our SOP working group for 
development (anticipated completion date: May 2014). 
 

 Publications of clinical trials of investigational medicinal products (CTIMPs) in 
relation to their quality assurance  

 
We have added Publications of clinical trials of investigational medicinal products 
(CTIMPs) to our SOP working group for development (anticipated completion date: 
May 2014). 
 

 Documentation of amendment substantiality decision and rationale (see finding 
6.1.1)  
 

This will be included in gSOP-09 (due to be reviewed April 2014). 
 

 CRF design 
 
This will be included in gSOP-15 (review completed February 2014). 
 

 Preparation of Patient Information Sheets and consent forms 
 

This will be included in gSOP-04, gSOP-20 (review completed January 2014). 
 

 To cover data management, statistical input & analysis and reporting of clinical 
trials 
 

West Hertfordshire Hospitals NHS Trust do not provide these services in house.  Data 
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management, statistical input & analysis provision will be evaluated using the 
Vendor/Co-sponsor SOP and responsibilities will be clarified in agreements between 
parties. 

 

 Monitoring (It is acknowledged that ASSERTID and MODUS trials have 
contractual arrangements in place for monitoring by an external clinical trial unit 
(CTU), however, a procedure to cover vendor assessment (as above) and 
sponsor oversight of monitoring conduct would be relevant in these cases). There 
were also some monitoring findings as reported in the Trust specific sections.   
 

This will be included in gSOP-11, gSOP-12 and gSOP-18 (due to be reviewed March 
2014). 
 
We are updating the guidance for monitoring to ensure funded external monitoring is a 
requirement for Trust Sponsored CTIMP studies. 

 

 Quality assurance 
 
This will be included in gSOP-03 (review due to be completed March 2014). 
 
R&D Resource 
 
The R&D Board has agreed to review R&D staffing roles and resource. 
 

2.1.3 For the quality system, there was no process to assess and document the training 
needs when a SOP was updated or new SOP issued. Also, there was no formal 
process to assess the impact of the change on ongoing trials, such that the applicable 
SOPs to a trial can be reconstructed.  
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
This will be included in the SOP programme.  We are amending the current process to 
assess and document the training needs when a SOP is updated or a new SOP is 
issued and the impact of the change on ongoing trials.  Review by the SOP Working 
Group will include documentation of this impact assessment. 
 

2.1.4 There was no formal procedure within the quality system to capture retrospective or 
prospective deviations from SOPs. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
This will be included in the SOP programme (gSOP-01).  We are amending the 
current process to capture retrospective or prospective deviations from SOPs. The 
R&D Board have agreed that where a significant and/ or persistent deviation from 
research SOPs/ policy is identified, the Escalation Plan and, as necessary, Trust 
competency/ disciplinary process will be followed. 
 

2.1.5 SOP 2011-162 ―SOP Research and Development Department Guidelines for the 
Management of Trust Sponsored Studies‖ Version 1 (01SEP11) stated that the R&D 
Office staff would contact MHRA regarding advice on CTIMP.  The examples of this 
activity provided to the inspector had not been done by R&D Office staff. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
gSOP-13 has been amended to state that the R&D department will advise and assist 
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investigators in contacting the MHRA regarding advice on CTIMP as this reflects 
practice. 
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2.1.6 SOP 2011-162 ―SOP Research and Development Department Guidelines for the 
Management of Trust Sponsored Studies‖ Version 1 (01SEP11) did not adequately 
address handling of conditions imposed by MHRA in relation to ensuring any requests 
pre-trial were met and any required activities during the conduct of the trial were 
actioned.   
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
gSOP-13 has been amended to address handling of conditions imposed by MHRA in 
relation to ensuring any requests pre-trial were met and any required activities during 
the conduct of the trial were actioned.   
 

2.1.7 SOPs are issued with an incomplete date of effectiveness on them because if 
includes the month and year only. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
We acknowledge this finding.  This was caused by the Trust ratification process and 
we have requested them to review their process. 

 

3.0 Other Findings 

 
There were four other findings identified during this inspection relating to both trusts concerning 
Organisation‘s Oversight of Clinical Trials of Investigational Medicinal Products; 
Pharmacovigilance; Quality Assurance and IMP Management/Pharmacy. 

 

 

3.1 Organisation’s Oversight of Clinical Trials of Investigational Medicinal Products 

 

3.1.1 SOP 2011-157 ―SOP Definition of Responsibilities for Trust Sponsored Clinical Trials‖ 
Version 1 (01SEP11) described who had what responsibilities/functions, but there was 
no information on the process of how these should be developed; for example 
appendix 1 to the SOP contained a table to define responsibilities, but the SOP itself 
was silent on how this would be completed, by when and by who.   The delegation of 
tasks/functions of the sponsor to the CI only appeared to occur where there was a 
contract with a 3

rd
 party (e.g. an external CTU) for the ENHT sponsored trials and was 

not done at all for the HOPE trial sponsored by WHHT.   
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
We acknowledge this finding.  The guidance for sponsorship and gSOP-08 is due to 
be amended April 2014.  This guidance will define the responsibilities for Trust 
Sponsored Clinical Trials.   
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3.1.2 For the trials, there was no formal process that outlined what the 
documentation/inputs into the respective Trust R&D Steering Group (RDSG) 
committee (each Trust has a RDSG) would be required in order for these committees 
to undertake the responsibilities as included in  the terms of reference for overseeing 
the conduct of research for each committee.  The terms of reference responsibilities 
for the committees reviewed covered SAEs, amendments, sponsorship, recruitment, 
finances, research team review and serious breaches.  As such, these were not 
comprehensive, with no quality/compliance data, no documents relating to 
monitoring/audit, regulatory green light process etc.    Additionally, the terms of 
reference provided for these committees lacked version control and did not have a 
formal approval.  It was noted that the terms of reference were now going to be split 
into the individual Trusts.  It should be ensured that the terms of reference for these 
committees are consistent with the joint SOP processes. 
 

ASSESSMENT OF FINDING 

 
We acknowledge that there wasn’t a comprehensive system for outlining the 
documentation/ inputs required for submission to the RDSG to undertake their 
responsibilities according to the terms of reference reviewed during the inspection. 
 
We acknowledge that the RDSG have to date only received audit report findings 
where significant concerns were raised.  In addition outcomes from Data Monitoring 
Committee (DMC) meetings were not routinely submitted to RDSG for review. 

 

CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
As part of the SOP programme and policies for research within WHHT, the terms of 
reference and a standing agenda/ monthly report for all key research groups have 
been developed.  The standing agenda/ monthly report will list all relevant 
documentation required for the Committee’s review according to each agenda item. 
The standing agenda/ monthly report will be treated as a working document to allow 
for greater flexibility in response to changes within the research environment. 
 
The R&D department have now developed an Audit and Monitoring Report Summary 
Proforma to submit all findings following monitoring or audit to the appropriate 
committee/ group.  In addition all outcomes from Data Monitoring Committee (DMC) 
meetings are now routinely submitted to CCR/RDSG for review/ acknowledgement. 
Terms of Reference for the Trust R&D Board and Research & Development Steering 
Groups will use standardised meeting template agenda and notes. 

, 

3.2 Pharmacovigilance  

 

3.2.1 The SOP2011-161 ―SOP Safety Reporting in Trust Sponsored Clinical Trials‖ Version 
1 (01SEP11) was reviewed and the following issues were identified: 

 It stated that all SAEs should be reported to the MHRA and REC which was 
inconsistent with the UK legislation (Regulation 32(1), 33 (1) and (3)). 

 It did not contain any requirements relating to not downgrading PI assessments of 
relationship or seriousness.   

 It did not contain any process for ensuring regular review (e.g. by a Safety Data 
Monitoring Committee or the Chief Investigator) of non serious adverse reactions 
for potential new SUSAR signals. 

It was not specific on where it would be clearly stated what the reference safety 
information (RSI) for a particular trial would be. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 



GCP INSPECTION OF West Hertfordshire 
Hospitals NHS Trust (WHHT) and 
East and North Hertfordshire NHS Trust (ENHT) 

Insp GCP 18300/10700-0001 (WHHT) 
Insp GCP 31057/1247976-0002 (ENHT) 

PAGE 14 OF 22 

 

 

 
We acknowledge this finding.  All of the above points are addressed in gSOP-02 
(review completed: November 2013). 
 
 

 

 

3.2.2 SOP 2011-154 ―SOP Safety Reporting in Externally Sponsored Clinical Trials‖ Version 
3 (01SEP11) was excessive and incorrect in that following this procedure would mean 
that the trusts were taking responsibilities from the external sponsor rather than 
reliance on the external sponsor‘s protocol for the reporting requirements, for 
example, the SOP covered PI reporting to MHRA/REC.  Whilst the trusts may want 
investigators to notify the R&D office of SAEs/SARS/SUSARs because they concern 
the trusts‘ patients, regulatory reporting would be the responsibility of the external 
sponsor unless it had been formally delegated to the one of the trusts. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
 
We acknowledge this finding and will update this SOP as part of the SOP Programme 
(gSOP-05, anticipated review date: March 2014).  The Trust R&D Board have agreed 
that as part of the annual project review R&D will review SAEs, SARs, SUSARs for 
hosted studies.  
 

3.2.3 There was no formal process to document the sponsor‘s (via the Chief Investigator‘s) 
assessment of relatedness and expectedness of an SAE.   
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
We acknowledge this finding. The template SAE form has been amended to assess 
the relatedness and expectedness of an SAE. A review of current studies will be 
conducted during 2014 to take into account of this finding. 

 

3.3 Quality Assurance 

 

3.3.1 Some ―auditing‖ examples were provided trials, but the lack of a formal process and 
definitions of the type of oversight activities resulted in inconsistent documentation 
and it was doubtful whether such activities had been conducted to the same standard. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 

 
We acknowledge this finding. gSOP-03 is due to be amended March 2014 to provide 
clarity and standardise documentation. 
 
The R&D Board have agreed to review R&D department roles and resource.  The 
R&D Board have agreed that: 
 
-Trust sponsorship for future interventional studies will be contingent on the 
demonstration, amongst other aspects, of adequate resources within the study’s 
funding envelope to allow for external monitoring to be carried out.  R&D will also 
need to confirm the availability of sufficient resource to allow robust audit of such a 
study.  
 
-R&D will draw up an audit plan annually to in relation to all Trust sponsored 
interventional studies. 
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-The staffing review will include identifying sufficient resource for this formalised audit 
process which we intend to be distinct from the operational activities of R&D. 
   

 

3.4 Investigational Medicinal Product/Pharmacies 

 

3.4.1 An interview with 3 pharmacy representatives from the two trusts confirmed three 
quality systems for pharmacy activities for clinical trials.  These covered firstly, 
Watford General Hospital; secondly, MVCC, St Albans City Hospital and Hemel 
Hempstead General Hospital; and finally, the Lister Hospital in Stevenage and the 
Queen Elizabeth II Hospital in Welwyn Garden City.  Whilst having more than one 
quality system is not an issue in itself, provided there is consistency within each Trust, 
the following, but not necessarily limited to, activities were identified that were not 
formalised within these pharmacy quality systems: 
 

 Review and approval of proposed labelling (e.g. supplied by a subcontractor) 

 Additional requirements for own sponsored trials (e.g. CTIMP/sponsorship 
decision, input into the clinical trial authorisation, requirement of QP certification, 
multicentre trials RGL [if pharmacy involved]) 

 Confirmation of emergency un-blinding system is functional (e.g. for IVRS 
systems). 
 

ASSESSMENT OF  FINDING 

 
This is a general finding. The provision of Pharmacy-specific GCP Training on IMP 
management will be addressed for both hosted and sponsored trials. 
  

CORRECTIVE ACTION 

 
The Pharmacy SOPs will be re-written to cover pharmacy responsibilities and IMP 
management for hosted and sponsored trials. The SOPs will incorporate vendor 
assessments for sponsored trials where IMP supply is subcontracted and will cover 
issues regarding sample label review; verification of code break procedures (blinded 
trials); QP certification; technical agreements; protocol and IMP dossier review for 
CTA submission.  
 
The SOPs will be implemented and harmonised across the Trust Pharmacy 
Departments by July 2014. 
 

PREVENTATIVE ACTION 

 
The focus on pharmacy training will be on IMP management for sponsored studies 
and effective communication with R&D Departments to support the chief investigator 
teams from protocol design stage, provide pharmacy inputs on RGL from pre-approval 
to start up and close-out of trials. This training will be ongoing with reference to the 
MHRA GCP Guide 2012. 
 
 

 
The following are observations and recommendations to which no response is required. 

 

Observations 



GCP INSPECTION OF West Hertfordshire 
Hospitals NHS Trust (WHHT) and 
East and North Hertfordshire NHS Trust (ENHT) 

Insp GCP 18300/10700-0001 (WHHT) 
Insp GCP 31057/1247976-0002 (ENHT) 

PAGE 16 OF 22 

 

 

Sponsor Oversight 

 
 The risk assessments undertaken for both MVCC and non-MVCC trials were reviewed and were 

poorly documented, aside from the ASSERTID trial, as they were not sufficiently comprehensive 
or detailed.  The risk assessment had not been undertaken by multidisciplinary teams (e.g. for 
MVCC trials, the CI was not involved) and performed too late (at the protocol finalisation).  The 
Trusts should develop this process in light of the MHRA/MRC/DoH Risk Adapted Approach and 
that the proposed EU regulation is likely to include low interventional and proportionate 
approaches. 

 

Quality System 
 
 MHRA contact details incorrect in SOP 2011-161 Version1 (01SEP11) 

 

 

Recommendations 

Training 

 
 It was recommended to include R&D activities on the induction programme for newly recruited 

doctors/consultants. 
 

Quality Assurance 

 
 It was recommended that the trust consider the role of the R&D Office in terms of whether it is 

operational (conduct/monitoring) or oversight (audit).  The auditing of the trials should be 
independent of operational activities and would therefore cover the activities of R&D Office if 
these are operational (e.g. monitoring).  There was not a clear division of operational and 
governance activities within either trust. 
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Finding 

Number 

West Hertfordshire Hospitals NHS Trust (WHHT) Specific Findings 

 

4.0 Critical Findings 

 
There were no critical findings identified during this inspection relating solely to WHHT. 
 

 

5.0 Major Findings 

 
There were no major findings identified during this inspection relating solely to WHHT. 

 

 

6.0 Other Findings 

 
There were seven other findings identified during this inspection relating solely to WHHT 
concerning Archiving; Staff Delegation & Responsibilities ; Quality System; Record 
Keeping/Essential Documents; Training, Monitoring and Pharmacovigilance. 

 

 

9.1 Archiving  

 

9.1.1 The inspector was informed during interview with the pharmacy representatives that 
Watford General Hospital has previously sent pharmacy files to academic sponsors 
for archiving.   

As part of the investigator site file, this documentation should not be placed 

under the control of an external sponsor.  As the extent of this is not currently 

known, this has been graded as an “other” finding.  As part of the response, it 

is requested that the Trust investigates this issue and provides details of the 

trials, since 01MAY04, for which this has occurred and whether a breach of 

subject confidentiality has occurred. 

 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
 
There has been some miscommunication or misunderstanding, Watford General 
Hospital has never sent any pharmacy files to academic sponsors for archiving in the 
past. 
As stated in SOP CT20, all essential documents contained in the pharmacy file are 
archived by pharmacy or R&D. The pharmacy archiving store is on site, while the 
R&D archive store is off-site. 
All archiving records have been checked for trials since 1

st
 May 2004. Records show 

that trials closed down since this date have either been archived by pharmacy or 

R&D. No files have been sent to academic sponsors. 
 

 

9.2 Staff Delegation & Responsibilities  

 

9.2.1 For the HOPE trial, the investigator had delegated randomisation to only three 
individuals on the delegation log, however, in reality the inspector was informed that 
this could be done by many more staff in the PACU, but as they all shared the same, 
single user access and password to the web based system and there was no paper 
record, it was not possible to verify who had actually carried out this process. 
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ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
We acknowledge this finding. The 24hr cover for randomisation in this study did 
provide a logistical challenge. It is very unlikely that this approach will be used again, 
and if it does we will ensure each staff member is on the delegation log and has an 
individual user access and password. 
 

 

9.3 Quality System 

 

9.3.1 There was a lack of version control on several documents in the HOPE trial, for 
example, ―randomisation instructions‖, ―study drug administration‖, ―clinical staff 
information sheet‖, ―all you need to know‖ and  the ―daily tasks‖ documents. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
We acknowledge this finding. These documents were additional working documents 
and posters to try and support the inexperienced researchers/staff members in this 
team. We will ensure that all are version controlled in future studies. 

 

9.4 Record Keeping/Essential Documents 

 

9.4.1 For the HOPE trial, the CTA & REC application and the evidence of submissions to 
the REC/MHRA of the two annual DSURS were not in the TMF.   
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
We acknowledge this finding. These were provided to the inspector, but were not 
correctly filed in the TMF. SOP Training to staff will include this point. 

 

9.5 Training 

 

9.5.1 Training in SOPs for research nurses for the HOPE trial had not been documented 
prior to them being involved in trial activities.  
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
We acknowledge this finding. Training in 2010 was not clearly documented in training 
files. The updated SOPs include signature sheets for each SOP for this purpose. 
 
 

 

9.6 Monitoring 

 

9.6.1 The HOPE trial had not been monitored as per the simple monitoring plan provided to 
the inspector and no monitoring visit reports could be provided to confirm the extent of 
the monitoring undertaken, although it was acknowledged that R&D had given support 
to the research team to help the trial be compliant.  
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
We acknowledge this finding. We are updating the guidance for monitoring to ensure 
funded external monitoring is a requirement for Trust Sponsored CTIMP studies. 
 
 

 

9.7 Pharmacovigilance 

   

9.7.1 The protocol for HOPE stated that SAEs study drug relationship would be graded on a 
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5 point categorical scale, however this had not been done because the CRF form to 
record this only had a ―yes‖ or ―no‖ option for the relationship. 
 

ASSESSMENT OF FINDING/ CORRECTIVE ACTION/ PREVENTATIVE ACTION 
We acknowledge this finding 
As part of the SOP programme, the SOP covering safety reporting in Sponsored 
Clinical Trials (gSOP-02) will be amended to ensure that the template SAE form 
allows for a causality assessment to be recorded consistently 
 
For all future studies sponsored by the Trust, the protocol template will be used to 
prevent such deficiencies and ensure consistency with SOPs. 
 
 

 
The following are observations and recommendations to which no response is required. 

 

Observations 

 

Record Keeping 
 

 For the emergency un-blinding for HOPE, there was no requirement to document the break of 
the blind at the time of occurrence as part of investigating the serious breach and therefore it 
could not be reconstructed (aside from saying it had been broken in the serious breach report 
submitted to MHRA). 

 

 

Recommendations 

 
None. 
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Report Author and Reviewer 
 

Report Author: 
 
A D Fisher 
Senior GCP Inspector, MHRA 
 

Report Reviewer: 
 
J Wakelin-Smith 
GCP Inspector, MHRA 
 

The factual matter contained in the Inspection Report relates only to those things that the 

inspection team saw and heard during the inspection process. The Inspection Report is not 

to be taken as implying a satisfactory state of affairs in documentation, premises, 

equipment, personnel or procedures not examined during the inspection.   
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Appendix I Summary of Activities 
 

Clinical Trial  Assessed Comment 

 Yes Partial No 

2009-017842-30 / RD2010-

68 HOPE (WHHT) 

   Research team interview, full TMF 
(investigator and pharmacy) 
review, some review of subject 
records. 

2008-006414-19 / RD2007-

114 DCE-MRI (ENHT MVCC) 

   Research team interview. Limited 
review of TMF.  Some review of 
subject data/medical records 
during interview. 

2010-021886-63 / RD2010-

48 PROCON (ENHT MVCC) 

   Research team interview. Partial 
review of TMF.  Review of subject 
data/medical records. 

2012-000547-27 / RD2012-

37  ASSERTID 

(ENHT/University of 

Hertfordshire) 

   Research team interview.  Partial 
review of TMF – primarily related 
to set up activities.  No review of 
subject data/medical notes. 
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WHHT/ENHT 

Activity Assessed Comment 

 Yes Partial No 

Analytical Laboratory     

Archiving     

BE/ BA activities     

Clinical Pathology Laboratory     

Clinical Trial Reporting     

Computerised Systems     

Contracts & Agreements     

Data Management    During interviews with research 
teams only 

eCRF / Diaries / IVRS     

IMP Management     

Medical Affairs     

Monitoring     

Pharmacovigilance     

Project management     

Quality Assurance     

Quality Systems     

R&D Unit (Non-commercial 
only) 

    

Regulatory Affairs     

Statistical Analysis     

Technical Facility (i.e. x-ray)     

Training     

Trial Master File/Essential 
Documents 

    

Other     

Principal Investigator     

Research Nurse     

Sub-Investigator     

Laboratory     

IMP Management/Pharmacy     

Consents      

CRFs, e-CRFs, Patient Diary, 
IVRS 

    

Source Data     

Site Master File     

Technical Facility (i.e. x-ray)     

Other     

 


