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e are delighted 
to announce 
that the RQA 
has recently  

become a member of the 
CPD Certification Service, 
which is an independent 
CPD accreditation centre. 
Membership of the CPD 
Certification Services  
provides the opportunity 
for the RQA to have  
learning products assessed 
and accredited against a  
universally accepted  
structured checklist.  
Other members of the 
CPD Certification Service 
include the NIHR Clinical 
Research Network, British 
Heart Foundation and  
the British Medical  
Association.

For each successful  
application, following a 
thorough and impartial  
review of an event or  
product by the CPD  
Certification Service,  
certification will be  
presented to the RQA on a 
product-by-product basis. 
The RQA will then award 
CPD points to each  
learning activity and these  
will be displayed on  
the certificate that  
accompanies each event. 
The CPD points can be 
collected by anyone  
undertaking the learning 
activity who wants to 
demonstrate their  
ongoing professional  
development.

The first events being put 
through the accreditation  
process are the 5th Global 
QA Conference 2017 and  
the four pre-conference 
courses that precede the 
Global Conference.

This is the first step in 
the development of RQA 
initiatives that will provide 
international recognition  
of any learning provided  
by RQA. The CPD  
Certification Service  
will confirm that the  
Association’s learning  
events and products are  
of a consistently high 
standard.

RQA expects the first  
products to be accredited 
within a few weeks and  
announcements will be 
made as confirmation  
is received from the CPD 
Certification Service.
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The 5th Global QA Conference, hosted by  
RQA, will be held in 2017 at the award-winning 
Edinburgh International Conference Centre 
(EICC) during the 1-3 November 2017. 

Full details of the event – programme,  
exhibiting, sponsorship and advertising 
is available now on our website.

GLOBAL QA CONFERENCE
1-3 NOVEMBER 2017
EDINBURGH INTERNATIONAL  
CONFERENCE CENTRE
Keynote Speakers
Baroness Tessa Jowell  
Professor John Oakland

www.therqa.com/learning/5th-global-qa-conference
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AT A GLANCE

2017 

chairman@therqa.com

01480 892016

Vanessa Grant

1-3 NOVEMBER
5th GLOBAL QA  
CONFERENCE,  

EDINBURGH
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Dear friends,

In January we held our annual strategy 
meeting with the Board and Management 
Committee (Committee Chairs), during 
which there was lively debate and lots of great 
ideas. We are, as I write this, finalising our 
short, medium and long-term objectives for 
a period of approximately 12 months, two 
and three years (and beyond) respectively, 
acknowledging that certain projects and 
tasks in the proposal may extend beyond 
a 12 month period, in line with The RQA 
Operational Plan. During this meeting we 
also considered revising the RQA ‘Vision  
and Mission’ and once agreed and approved 
by the Board, these will be posted on the 
RQA website. 

As I mentioned in the last edition, we have 
launched the Volunteer Programme and  
have had a very good response. If you  
haven’t volunteered yet, please take a look  
at the RQA website where you can see all  
the opportunities for getting involved,  
be it writing white papers or booklets,  
creating webcasts, translating existing 
materials into other languages or reviewing 
existing material. 

Great progress is being made in developing  
the programme for the 5th Global QA 
Conference in collaboration with our  
partners for the event, SQA, JSQA and also 
with colleagues from European associations.  
The delegate information/programme  
should be available in April for this meeting 
which will be held in Edinburgh on the 1-3 
November 2017. 

On the RQA office front, we are delighted 
that Emma Michlbacher has had a baby boy 
(Matthew) and whilst she is on maternity 
leave, we are joined by Charley Barnard who 
will cover education administration. We are 
also joined by Josh Dennington who will 
assist Carl with RQA’s learning material.  
So many congratulations to Emma and Peter 
and a warm welcome to Charley and Josh. 

2
NEW BOOKLETS

  
PRODUCED IN  

CONJUNCTION WITH  
JSQA ON  

PHAMACOVIGILENCE 
AGREEMENTS AND  

COMPARISON OF PV  
REGULATIONS IN  

EUROPE AND JAPAN

2,500
MEMBERS  
FROM 59 

COUNTRIES

NEW RECORD 
TO DATE OVER

GLP STUDY DIRECTOR 
BOOKLET OUT NOW
This long anticipated booklet  
is now available, providing  
practical guidance for the Study 
Director with helpful hints and 
tips that are not explicitly  
stated in the regulations.



PHARMACOVIGILANCE 
INSPECTION METRICS 
REPORT 
Medicines and Healthcare products Regulatory Agency (MHRA)  
regulates medicines and medical devices, ensuring they work and  
are acceptably safe. Our priority is patient safety and we protect  
and improve public health through effective regulation. MHRA is  
a centre of the Medicines and Healthcare products Regulatory  
Agency which also includes the National Institute for Biological  
Standards and Control (NIBSC) and the Clinical Practice  
Research Datalink (CPRD).
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T 
he Medicines and 
Healthcare products 
Regulatory Agency’s 
(MHRA) Good  
Pharmacovigilance 
Practice (GPvP) 
Inspectorate is 
part of MHRA’s 

Inspection, Enforcement and Standards 
Division. GPvP inspectors perform 
inspections of marketing authorisation 
holders (MAHs) to assess compliance  
with applicable EU and UK  
pharmacovigilance regulations and 
guidelines. These inspections include: 

•  Routine national inspections under 
MHRA’s risk-based compliance  
programme

•  Inspections of MAHs with centrally 
authorised products in accordance  
with the 4-year EU inspection plan

•  Triggered inspections in response to  
possible GPvP breaches. 

Pharmacovigilance inspection metrics are 
published annually by the MHRA GPvP 
Inspectorate. The following metrics for the 
period from April 2015 to March 2016  
were first published in September 2016. 
These metrics and metrics from previous 
years are available here: www.gov.uk/
government/statistics/pharmacovigilance- 
inspection-metrics-2009-to-present 

The following report has been reproduced 
with the permission of MHRA. These 
metric reports are subject to crown 
copyright and cannot be reproduced 
without further permission from MHRA.

Further information about MHRA GPvP 
inspections are available here: www.gov.uk/
guidance/good-pharmacovigilance- 
practice-gpvp

INTRODUCTION
During the period 1st April 2015 to 31st 
March 2016, the GPvP Inspectorate 
conducted 34 inspections of MAHs and  
one inspection of a pharmacovigilance 
service provider. Of these:

•  Eight inspections were of MAHs  
who had not previously undergone  
an MHRA GPvP inspection

•  Seven inspections were routine  
re-inspections

•  19 inspections were triggered due to 
critical findings identified at previous 
inspections or in response to a specific 
issue1

•  One inspection was requested by the  
European Committee for Medicinal 
Products for Human Use (CHMP)

•  Of the 35 inspections conducted,  
15 were performed to fulfil the EMA 
programme of inspections relating to 
centrally authorised products.

This report contains data relating to all  
35 inspections conducted during the period.

Findings identified during inspections  
were graded as Critical, Major or Minor, 
the definitions for which are included in 
Appendix 1.

A total of 11 Critical, 94 Major and 111 
Minor findings were identified during  
this period. 

18
INNOVATIVE PHARMA

15
GENERICS

2
OTHER2

TYPE OF MAHs INSPECTED 
DURING THIS PERIOD
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FIGURE 1. NUMBER OF INSPECTION FINDINGS BY MAH TYPE FIGURE 2. AVERAGE NUMBER OF INSPECTION FINDINGS 
BY MAH TYPE
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INSPECTION FINDINGS BY MAH AND INSPECTION TYPE

FIGURE 4. AVERAGE NUMBER OF INSPECTION FINDINGS 
BY INSPECTION TYPE

FIGURE 3. NUMBER OF INSPECTION FINDINGS BY 
INSPECTION TYPE (SEE APPENDIX II FOR DEFINITIONS)
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FIGURE 7. AVERAGE NUMBER OF CRITICAL FINDINGSFIGURE 6. CRITICAL FINDINGS BY MAH TYPE AND TOPIC 
AREA
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CRITICAL FINDINGS 
The 11 Critical findings reported were 
identified during six of the 35 inspections 
that were performed. 

Fig 5. (right) details the topic areas where 
Critical findings were identified

The largest proportion of Critical findings 
reported was in relation to supervision 
and oversight of the pharmacovigilance 
system, representing 28% of all Critical 
findings identified. This included issues 
in relation to provision of complete and 
accurate information to national competent 
authorities and inspectors, maintenance  
of the pharmacovigilance system master  
file (PSMF) and qualified person for  
pharmacovigilance (QPPV)/MAH  
oversight of the pharmacovigilance system.

Critical deficiencies associated with the 
management of reference safety information 
and safety data management represented the 
next largest proportion, each representing 
18% of all Critical findings identified.

A single Critical finding was identified 
in each of the following areas: record 
management, management of Corrective 
and Preventive Actions (CAPA), signal 
management and failure to establish a 
global pharmacovigilance system.
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35
INSPECTIONS WERE 
PERFORMED

THEMED
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FIGURE 9. BREAKDOWN OF MINOR FINDINGSMINOR FINDINGS
111 Minor findings were identified during 
the reporting period. 

Fig 9. (right) displays the distribution  
of Minor findings by topic area.

Minor findings were reported across  
16 topic areas. The findings classified as 
miscellaneous referred to issues with the 
collection and collation of adverse drug 
reaction data, CAPA management and  
data migration.
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MAJOR FINDINGS
94 Major findings were identified across 
29 of the inspections performed in this 
reporting period.

Fig 8. (right) displays the distribution of 
Major findings by topic area.

Major findings were identified across 14 
topic areas, as detailed in the graph right. 
The largest proportion of Major findings 
was identified in relation to the quality 
management system, which included 
findings in relation to auditing of the  
pharmacovigilance system, CAPA 
management, procedural documentation 
and overall quality system failures.  
These findings represented 24% of  
all Major findings identified.

Major deficiencies associated with ICSR 
management and signal management 
represented the next largest proportion, 
representing 18% and 12% of all Major 
findings respectively. These three most 
common topic areas where Major findings 
were identified (quality system, ICSR 
management and signal management) 
represented in excess of 50% of all Major 
findings identified.

Miscellaneous findings included failures in 
the collection and collation of adverse drug 
reaction data and issues with the submission 
of regulatory information to EMA.

FIGURE 8. BREAKDOWN OF MAJOR FINDINGS



FIGURE 10. AVERAGE NUMBER OF INSPECTION FINDINGSAVERAGE NUMBER OF 
INSPECTION FINDINGS 
OVER TIME 
Fig 10. (right) displays the average number of 
findings identified per inspection over time.

The average number of findings identified 
in this reporting period has decreased from 
the last period.

CONCLUSIONS
In the period April 2015 to March 2016,  
the MHRA conducted a total of 35  
pharmacovigilance inspections. 
Approximately 23% of these inspections  
were of MAHs that had not previously 
undergone a MHRA pharmacovigilance 
inspection. The largest proportion of 
inspections were triggered due to critical 
findings identified at previous inspections  
or in response to a specific issue (54%).

The number of Critical findings identified 
during this reporting period had significantly 
decreased from the previous period, with 11 
Critical findings reported versus 27 in the 
previous period. It is acknowledged that the 
total number of inspections performed had 
decreased by 27% from the previous period; 
however the reduction in critical findings 
indicates that significant issues identified at 
previous inspections were found to have been 
largely resolved during re-inspection.

The largest proportion of Critical findings 
was in relation to the supervision and 
oversight of the pharmacovigilance 
system, representing 28% of all reported 
Critical findings. These findings included 
issues with the provision of complete and 
accurate information to national competent 
authorities, maintenance of the PSMF  
and QPPV/MAH oversight of the  
pharmacovigilance system.

Critical deficiencies associated with safety 
data management and the management of 
reference safety information represented the 
next largest proportion, each representing 
18% of all Critical findings identified. 
Critical findings associated with data 
management included issues with collation 
and integrity of the global safety dataset, 
ICSR handling and safety database 
validation, configuration and control. 
Critical findings associated with reference 
safety information were again characterised 
by failures and significant delays to submit 
safety variations to update the safety sections 
summaries of product characteristics (SPCs) 
and patient information leaflets (PILs).

The number of Major findings has decreased 
from the previous period by approximately 
44%. Additionally, the number of Critical 
and Major findings reported in association 
with signal management has significantly 
decreased from the previous period by 
approximately 64%. 
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44%
DECREASE OF OVERALL 
MAJOR FINDINGS FROM 
THE PREVIOUS PERIOD

The largest proportion of Major findings  
was identified in relation to the quality 
system underpinning pharmacovigilance 
activities, which included findings in relation 
to auditing of the pharmacovigilance 
system, CAPA management, procedural 
documentation and overall quality system 
failures.

Overall the topic areas representing the 
largest proportion of inspection findings in 
this period are associated with the quality 
system, safety data management, signal 
management and maintenance of the 
PSMF. It is worth noting that there may 
be some variability in the assignment of a 
topic heading to specific findings, based 
on the information available at the time of 
the inspection. For example, where there is 
evidence that pharmacovigilance deficiencies 
are the direct result of data management 
issues, consequently the finding will be 
classified as such. Alternatively, the finding 
may be classified to reflect the symptom of 
the issue(s), for example under a heading  
of signal management or aggregate reports.

GPVP INSPECTORATE, AUGUST 2016

THEMED
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1   The majority of these inspections were triggered due to critical 
findings identified at previous inspections.

2   Companies included in ‘other’ category include for example those 
marketing mature/established, orphan, niche, herbal products  
or pharmacovigilance service providers.

APPENDICES

Appendix I – Inspection finding definitions

Critical: a deficiency in pharmacovigilance systems, practices  
or processes that adversely affects the rights, safety or  
well-being of patients or that poses a potential risk to public  
health or that represents a serious violation of applicable  
legislation and guidelines.

Major: a deficiency in pharmacovigilance systems, practices  
or processes that could potentially adversely affect the rights, 
safety or well-being of patients or that could potentially pose a 
risk to public health or that represents a violation of applicable 
legislation and guidelines.

Minor: a deficiency in pharmacovigilance systems, practices  
or processes that would not be expected to adversely affect  
the rights, safety or well-being of patients. 

Appendix II – Inspection type definitions

UK routine inspection (initial) – this comprises inspections 
performed according to the national inspection programme  
and where it is the first MHRA pharmacovigilance inspection  
of the MAH.

UK routine inspection (re-inspection) – this comprises routine 
re-inspections of MAHs under the national inspection programme.

UK triggered - these inspections are performed under the national 
inspection programme and are triggered by either previous critical 
findings, requests from other MHRA divisions or as a result of 
other intelligence.

CHMP triggered – inspections requested by the CHMP in 
response to a specific trigger.
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REFRIGERATED  
MEDICINAL PRODUCTS
Patient safety is the end objective for manufacturers, wholesalers, 
distributors and those healthcare professionals administering to 
patients. This article draws on some of the findings from good 
distribution practice (GDP) inspections, references to the EU  
GDP Guidelines 2013, the Green Guide and an article I wrote  
for the Pharmaceutical Journal a few years ago.

Steve Todd
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F
ollowing manufacture, 
some medicinal products 
need to be stored and 
transported at lower than 
ambient temperatures to 
assure their quality and 
efficacy.

These are often referred to 
as ‘cold chain products’ or ‘fridge lines’ and 
wholesale dealers are expected to store and 
distribute them in strict accordance with 
the product labelling requirements as stated 
in the EU GDP Guidelines – chapters 5.5 
(Storage) and 9.2 (Transport) give more 
information.

RECEIPT OF REFRIGERATED 
PRODUCTS
When cold chain products are delivered, 
it is important that they are checked in 
as a matter of priority and placed in a 
pharmaceutical refrigerator.

The person responsible for receiving the 
delivery must also satisfy themselves that 
the goods have been transported under 
appropriate conditions (e.g. there has been 
no direct contact between the products and 
gel or ice blocks or if the consignment is 
warm to the touch).

If it cannot be confirmed that the products 
have been transported under appropriate 
conditions and there is concern that their 
quality may have been compromised, the 
delivery should be quarantined in a suitable 
refrigerator while enquiries of the supplier 
are made.

Until the issue has been clarified, the 
products in question should be considered 
as unsuitable and should not be supplied.

If, following enquiries, there is still doubt as 
to the quality of the medicines received, the 
delivery should not be accepted and should 
be returned to the supplier.

STORAGE OF REFRIGERATED 
PRODUCTS IN A 
PHARMACEUTICAL 
REFRIGERATOR
A pharmaceutical refrigerator is required 
for the storage of refrigerated medicinal 
products.

The air within this type of refrigerator 
is circulated by a fan, which provides a 
uniform temperature profile and a rapid 
temperature pull down after the door has 
been opened.

Temperature monitoring is recorded by a 
calibrated electronic min/max thermometer, 
with an accuracy of ±0.5°C, which can be 
read without opening the refrigerator door.

Additional benefits are that these 
refrigerators can be locked and some have 
the option of either an audio or visual 
alarm system to alert staff in the event of 
temperature deviations.

Many refrigerators have glass fronted doors 
giving greater visibility to stock levels, aiding 
stock management and also deterring the 
storage of non-medicinal products.

When purchasing a new refrigerator, factors 
to consider might also include how long the 
unit can maintain the required temperatures 
if the power is turned off and to what extent 
the temperature is affected by external 
ambient temperature variation, for example, 
in hot spells.

TEMPERATURE MONITORING 
IN A REFRIGERATOR
As is applicable for transportation, products 
stored in a refrigerator should be subject 
to daily temperature monitoring by a 
minimum and maximum calibrated device 
with a supporting appropriate calibration 
certificate.

Temperature records should identify any 
temperature deviations and give details  
of corrective actions taken as a result.

For instances where there has been a 
temperature deviation, best practice would 
be to take a further reading later the 
same day, to ensure that it was a transient 
deviation and show that the temperature 
was now back within prescribed parameters.

The Responsible Person should be informed 
of any deviations.

Temperature records are especially 
important in the event of a problem with 
a product and may be required as evidence 
of appropriate storage. With this in mind, 
they should be free from alterations or 
corrections and the person responsible for 
taking the readings each day should have  
a trained deputy to cover for absences.

The records should be routinely reviewed 
and signed off by the Responsible Person.

THE FOLLOWING GUIDANCE 
ON CAN BE FOUND IN THE 
GREEN GUIDE
‘In addition to temperature mapping and 
monitoring there should be safeguards to 
preserve appropriate storage conditions. 
Some small refrigerators are purported to 
be medical or pharmaceutical refrigerators 
but this on its own does not automatically 
render them suitable for wholesale use.  
The refrigerator should be capable of 
restoring the temperature quickly after the 
door has been opened and without danger 
of overshooting to extreme cold. This could 
be assisted by an internal fan and good shelf 
design which enables an efficient air flow. 
There should be no internal ice box and no 
internal temperature dials capable of being 
inadvertently knocked and adjusted.’

‘Storage practices for using small 
refrigerators should include consideration 
of segregation of stock with different status, 
e.g. incoming, quarantine, returned and 
outgoing stock. Sufficient space should 
be maintained to permit adequate air 
circulation and product should not be 
stored in contact with the walls or on the 
floor of the refrigerator. If the refrigerator is 
filled to capacity the effect on temperature 
distribution should be investigated.  
Where non-refrigerated items are introduced 
to the refrigerator, such as non-conditioned 
gel packs, the impact of introducing these 
items should be assessed regarding the 
increase in temperature they cause’.

LARGE COMMERCIAL 
REFRIGERATORS AND WALK-IN 
COLD ROOMS
‘These should be of appropriate design, 
suitably sited and be constructed with 
appropriate materials. The design should 
ensure general principles of GDP can be 
maintained, such as segregation of stock.

Condensate from chillers should not 
be collected inside the unit and there 
should be a capability to carry out routine 
maintenance and service activities as much 
as possible from outside the unit.

The temperature should be monitored with 
an electronic temperature-recording device 
that measures load temperature in one or 
more locations depending on the size of the 
unit and alarms should be fitted to indicate 
power outages and temperature excursions’.

FREEZERS
‘The same general principles apply to 
freezers as apply to other cold chain 
storage units above. Walk-in freezers pose 
a significant operator health and safety risk 
and the impact of ways of working should 
be reviewed with consideration of risk to 
causing temperature excursions’.

‘The air within this 
type of refrigerator  
is circulated by a  
fan, which provides a 
uniform temperature 
profile and a rapid 
temperature pull down 
after the door has 
been opened.’
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SITES WHERE REFRIGERATED 
PRODUCTS ARE HELD, EVEN 
WHEN THIS IS FOR LESS 
THAN 36 HOURS, MUST BE 
LICENCED
The exception will be where these products 
are transported and stored overnight in 
continuously refrigerated vehicles.

The provisions of Chapter 9.2 of the EU 
GDP Guidelines must also be observed.

As with any delivery, staff receiving goods 
should also be alert for the presence of 
falsified medicines.

REFRIGERATORS –  
BEST PRACTICE
Whatever type of refrigerator or cold store 
is used, once a mapping exercise has taken 
place, products should be stored in an orderly 
fashion on shelves – not directly on the floor 
of the unit – to ensure air circulation and 
consistent temperatures throughout and to 
facilitate cleaning.

Calibrated temperature monitoring probes 
should be sited in a central location within 
the refrigerator and preferably between the 
products.

Probes should not be placed in the door.

The refrigerator should be cleaned regularly 
(as part of a general cleaning rota) and 
serviced at least annually.

If the refrigerator is fitted with an audible or 
visual alarm, this should be routinely tested 
to confirm correct operation at specified 
appropriate temperatures.

The stock within the refrigerator should  
be subject to effective stock rotation based on 
first expiry, first out, (FEFO).

It should not be assumed that the most recent 
deliveries will have a longer expiry period.

Refrigerators containing medicinal products 
must not be used for the storage of food and 
drink or anything that might contaminate 
the medicinal products.

SHORT-TERM STORAGE OF 
MEDICINAL PRODUCTS
The MHRA have provided guidance on 
sites that handle (ambient) and refrigerated 
medicinal products for short periods of time.

SHORT-TERM STORAGE 
OF AMBIENT AND 
REFRIGERATED 
MEDICINAL PRODUCTS 
– REQUIREMENTS FOR 
A WHOLESALE DEALERS 
AUTHORISATION (WDA)
The EU GDP Guidelines define wholesale 
distribution as:

‘…all activities consisting of procuring, 
holding, supplying or exporting medicinal 
products…’

The Glossary of Terms defines holding as 
‘storing medicinal products’.

Medicinal products should therefore only  
be stored on premises that are covered by  
a wholesale distribution authorisation.

However, there are certain cases where 
medicinal products are held for short 
periods of time during transportation 
and prior to onward shipment, e.g. in the 
transportation vehicle at motorway service 
stations or in overnight freight depots.

In such instances it has been determined 
that, as a matter of policy, a site does not 
have to be named on a licence where ambient 
products are stored for less than 36 hours.

SITES HOLDING AMBIENT 
PRODUCTS IN EXCESS OF 36 
HOURS MUST BE LICENCED
This policy applies only where ownership  
of the products has not been transferred to 
the person carrying out the storage activities.

Where ownership has been transferred, this 
is supply and as such the receiving site must 
be licenced.

It is also important to note that, where 
wholesaling activities other than storage 
are being carried out, the site should be 
named on the relevant licence. This includes 
the handling of returned goods and where 
decisions are made regarding suitability 
for resale, as well as the usual activities of 
picking against orders.

PACKING OF 
CONSIGNMENTS 
AND TEMPERATURE 
MANAGEMENT DURING 
TRANSPORTATION
Before being transported, refrigerated 
products should be packed in such a way 
as to ensure that the required temperatures 
are maintained throughout the journey and 
the medicines are transported in accordance 
with their labelling requirements to prevent 
jeopardising their quality. Chapter 9.3 of the 
EU GDP Guidelines mentions this.

Additionally, the same chapter states:

‘Containers should bear labels providing 
sufficient information on handling and 
storage requirements and precautions 
to ensure that the products are properly 
handled and secured at all times.  
The containers should enable identification 
of the contents of the containers and  
the source’.

For small volumes of lower risk products, 
with short journey times of less than three 
hours, validated insulated containers can  
be used.

For extended journeys, gel or ice packs 
are added to the packaging to maintain 
appropriate temperatures throughout.

The positioning of these packs within the 
consignment is extremely important and 
they must not be allowed into direct contact 
with the products being shipped.

Bespoke packaging with compartments  
for the gel or ice blocks are available, 
although securely encasing the blocks in 
some form of wrapping, such as bubble 
wrap, or installing some other form of a 
buffer can be equally as effective.

Larger volumes of refrigerated products 
will generally be shipped in refrigerated 
transport. This is particularly important  
if transportation times may be protracted  
or liable to delay.

Whatever method of transport is used, 
it is important to show that the required 
temperatures can be maintained.

Again, Chapter 9 of the EU Guidelines  
is helpful.

Best practice is the implementation of 
temperature monitoring as a matter of 
routine for all refrigerated deliveries, but 
especially within shipments of high risk 
products. The temperature should be strictly 
controlled and monitored with calibrated 
temperature probes to provide temperature 
data for the entire journey.

This data should be retained by the 
wholesaler for the required five years.

Daily minimum and maximum temperature 
monitoring and recording should also be 
carried out at all storage locations. Any 
recording devices should be calibrated.

‘Refrigerators  
containing medicinal 
products must not be 
used for the storage 
of food and drink or 
anything that might 
contaminate the  
medicinal products.’

‘Where ownership 
has been transferred, 
this is supply and as 
such the receiving site 
must be licenced.’
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Distributors should review the temperature 
records or data for each consignment and 
there should be procedures in place for 
implementing corrective action in the case 
of adverse events. They should also ensure 
that consignments of refrigerated goods are 
clearly labelled with the required storage and 
transport conditions to be maintained as 
stated above.

‘The application of Mean Kinetic 
Temperature (MKT) to temperature 
monitoring of wholesale products is only 
appropriate where an acceptable MKT value 
is provided by the MA holder for a specific 
product and the recording of temperature 
can be confirmed to be consistent and 
complete from the moment of leaving the 
manufacturer’s premises. In practice the 
application of MKT fails where a complete 
chain of temperature recording cannot 
be allocated to a specific consignment 
of a product. Attempts to apply MKT 
have been proposed by wholesalers as an 

alternative to having adequate temperature 
control within their warehouses as well as 
attempting to downgrade the impact of 
temperature excursions. The use of MKT in 
the wholesale environment without robust 
supporting information and methodology is 
therefore discouraged’.

A risk-based approach should be in place 
when planning transportation and should 
include the method of transport and delivery 
routes.

Quality Risk Management is a systematic 
process for the assessment, control, 
communication and review of risks to the 
quality of medicinal products. It can be 
applied both proactively and retrospectively. 
EU GDP Chapter 1.5.

If you also look at ICH Q9, this gives 
examples of QRM processes.

Some refrigerated items, such as vaccines, 
biotech products such as insulin and 
products derived from blood, plasma or 

serum may be classified as high risk because 
they are vulnerable to freezing as well as 
exposure to high temperatures.

Other products, for example,  
chloramphenicol eye drops, may be  
labelled as requiring storage between  
2 and 8°C but a short deviation from  
this temperature range may present less  
of a danger to patients.

Following dispatch from a manufacturing 
facility, the distribution chain for medicinal 
products can be complex, potentially 
involving a number of storage locations, 
wholesalers and modes of transport, before 
the delivery finally reaches the patient.

The transportation arrangements from one 
location to another should be regarded 
as an extension of the storage activities 
and distributors are expected to treat each 
journey as unique with the length and 
complexity, as well as any seasonal variations, 
being considered when choosing the packing 
method and mode of distribution.

THEMED
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THIRD PARTY COURIERS
When wholesalers employ couriers, they 
must satisfy themselves that they can adhere 
to the EU GDP Guidelines and can provide 
the service for which they are engaged.

The selection of third party service  
providers is very important and roles and 
responsibilities must be defined by  
a written contract.

Chapter 7 of the EU GDP Guidelines 
(Outsourced Activities) provides advice 
in this area and Chapter 1.3 covers the 
Management of Outsourced Activities.

RETURNS OF REFRIGERATED 
MEDICINAL PRODUCTS
Because of the inherent dangers of returning 
refrigerated products, many wholesale 
dealers will not consider refrigerated returns 
for subsequent resale in any event.

All such returns are immediately stored 
in a dedicated and marked area awaiting 
collection by a licensed disposal company.

In the event of a wholesaler accepting a 
return of a refrigerated product, possibly 
because of its high monetary value, the 
product should be returned in accordance 
with the MHRA guidance (below), in an 
appropriate method of transport, with 
supporting documentation, such as a  
returns form.

The returns form would normally include 
the reason for the return, contain details 
of the product and how it has been stored 
and should be signed by an authorised and 
identifiable signatory.

A trained person at the wholesalers should 
examine the returned product to check for 
tampering and to confirm that the return 
has been made in accordance with MHRA 
guidance.

If this examination cannot be undertaken 
immediately, the product should be 
stored in a dedicated and marked area in a 
refrigerator until the checks can be made.

Provided the checks are satisfactory and  
are documented, the product may then  
be returned to saleable stock.

The MHRA has provided guidance on 
managing returned non-defective (ambient) 
and refrigerated medicinal products.

RETURNS OF 
NON-DEFECTIVE MEDICINAL 
PRODUCTS
Any person acting as a wholesale distributor 
has to hold a wholesale distribution 
authorisation (WDA).

Article 80(g) of Directive 2001/83/EC  
provides that distributors of human 
medicines must comply with the principles  
of and guidelines for good distribution 
practice (GDP).

The Commission has revised its guidelines 
for GDP which are now contained in the 
Guidelines on Good Distribution Practice 
of Medicinal Products for Human Use 
(2013/C 68/01).

Paragraph 6.3 of GDP refers to returned 
medicinal products, the key elements  
being that:

‘Products that have left the premises of 
the distributor should only be returned to 
saleable stock if …

‘the medicinal products are in their 
unopened and undamaged secondary 
packaging and are in good condition; have 
not expired and have not been recalled’;

‘it has been demonstrated by the customer 
that the medicinal products have been 
transported, stored and handled in 
compliance with their specific storage 
requirements’ and

‘they have been examined and assessed by  
a sufficiently trained and competent person 
authorised to do so’.

The MHRA re-affirm that a licensed site 
can only be interpreted as being under full 
GDP control at a licensed WDA site.

This applies to all categories of medicines.

Medicinal products held in unlicensed 
storage and distribution sites are not 
considered to be within the licensed WDA 
distribution network.

AMBIENT RETURNS FROM  
A LICENSED WDA SITE
The MHRA will adopt a pragmatic 
approach to the return of non-defective 
medicinal products for those products 
returned from a customer operating from  
a licensed WDA site.

In such circumstances, the return should be 
completed as expeditiously as possible and 
the most expedient and appropriate method 
of transportation must be used.

The Responsible Person or the authorised 
person receiving the return, must be able 
to demonstrate evidence of ‘full knowledge’ 
of the storage of the returned products 
throughout the period it has been with the 
customer, including transportation.

AMBIENT RETURNS FROM 
AN UNLICENSED WDA SITE
For those non-defective ambient medicinal 
products returned from an unlicensed site, 
the return should be completed within five 
days, including transport.

The Responsible Person or the authorised 
person must be able to demonstrate 
evidence of ‘full knowledge’ of the storage 
whilst at the unlicensed site, including 
transportation.

REFRIGERATED RETURNS 
FROM A LICENSED WDA SITE
The MHRA will adopt a pragmatic 
approach to the return of non-defective 
medicinal products for those products 
returned from a customer operating from  
a licensed WDA site.

In such circumstances, the return should 
be completed expeditiously and the most 
expedient and appropriate method of 
transportation must be used.

The Responsible Person or the authorised 
person receiving the return, must be able 
to demonstrate evidence of ‘full knowledge’ 
of the storage of the returned products 
throughout the period it has been with  
the customer, including transportation.

REFRIGERATED RETURNS 
FROM AN UNLICENSED  
WDA SITE
For those non-defective refrigerated 
medicinal products returned from an 
unlicensed site, the return should be 
completed within 24 hours, including 
transport.

The Responsible Person or the authorised 
person must be able to demonstrate 
evidence of ‘full knowledge’ of the storage 
whilst at the unlicensed site, including 
transportation.

This article was originally published in two parts on the  
MHRA blog:

https://mhrainspectorate.blog.gov.uk/2016/01/26/ 
refrigerated-medicinal-products-part-1-receipt-and- 
storage-some-things-to-consider

https://mhrainspectorate.blog.gov.uk/2016/05/05/ 
refrigerated-medicinal-products-part-2-transportation- 
packing-temperature-management-the-use-of-third-party- 
couriers-and-returns-some-things-to-consider

Steve is a Senior GDP Inspector with 
the MHRA and has been with the GDP 
inspectorate since its inception in 2001. 
He was involved in the 2017 edition of 
the MHRA Rules and Guidance for 
Pharmaceutical Distributors (Green 
Guide) and has also contributed to 
various external publications as well as 
developing GDP guidance and blogs  
on the MHRA website.
Steve has contributed as a member of 
the PIC/S GDP Working Group since 
2008 and is Chairman of the PIC/S 
GDP Expert Circle.
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AN INSPECTOR CALLS – 
A QUALITY PERSPECTIVE 
ON PREPARING FOR 
THE BIG VISIT
Aficionados of the theatre, or those who recall the 2015 TV adaptation 
of An Inspector Calls, will know well the story of Inspector Goole’s late 
night visit to the Birling household. The knock on the door heralding 
intensive questioning.

No matter how prepared you are, when the inspector calls there is a 
tendency to panic, to get all hands on deck and try to get everything 
up to speed in order to host a successful inspection. Being inspection 
ready is more than just passing the inspection. It is about the 
preparation, the execution and the ongoing management in order to 
do the right thing, in the right way, at the right time and to be 100% 
ready, all of the time.

Chris Strong
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Chris is the Quality Manager at 
Quality Context and has over 15 years’ 
experience in pharmaceutical and 
biologic industries. He is a qualified 
pharmaceutical lead auditor and has 
extensive knowledge of EU GMP, FDA 
and medical device regulations.
Chris manages the quality systems 
for both the laboratory and the 
consultancy. He hosts regulatory and 
client inspections and is responsible for 
implementing programmes to ensure 
compliance with regulatory and client 
requirements. Chris also conducts 
client audits and consultancy projects.

PROFILE

A 
typical two year 
MHRA inspection 
cycle can seem like 
a million miles 
away in a fast-paced 
pharmaceutical 
environment. 
While you are in 

the thick of it, you may not notice how the 
new product introductions, reorganisations 
and new IT systems soon add up. Before 
you know it, the system you thought was 
inspection ready no longer exists. The secret 
to inspection readiness is to ensure that your 
Pharmaceutical Quality System is used, in 
full, all the time and kept up to date.

Fixing everything last minute was never 
enough but is now just no longer acceptable. 
The regulatory authorities are paying more 
attention to historic performance. If you were 
out of control six months ago, but suddenly 
have fixed it two weeks before the inspection, 
expect to still get written up for it. 

Alongside regulatory inspections, companies 
are now facing an increasing number of 
customer audits. With the recent updates 
to medical device legislation, there’s now 
a three year cycle whereby one in every 
three inspections is unannounced. Having 
a culture that reinforces the importance 
of inspection readiness makes it easier to 
manage in the long-term. As Henry Ford 
said, “quality means doing it right when no 
one is looking”.

So, how do you ensure inspection readiness? 
And how can you measure how ready you 
actually are? We’ve broken this down into 
four key stages: prepare, track, measure, and 
practice.

PREPARE 
Inspection readiness must be prioritised 
as a business objective. After all, in the 
pharmaceutical industry, without your 
licences, you don’t have a business. 
Regulatory authorities are essentially your 
key customers. They hold the keys to the 
markets you want to reach. Make it clear and 
unambiguous to your teams that regulatory 
compliance is a key business measure.

TRACK 
How ready are you to receive an inspection? 
How visible is the progress of your key 
quality projects? Senior management must 
look at compliance project plans and KPIs 
with the same interest that they would look 
at a balance sheet or sales figures. 

MEASURE
Using KPIs for monitoring purposes is an 
effective tool. It is hugely important to use 
them, not just within the quality department, 
but across the whole business. 

Senior management must understand that an 
increase in overdue actions and deviations are 
danger signs that cannot and should not be 
ignored. Equally, the self-inspection schedule 
must be targeted and resourced to cover 
all the main systems. Are you performing 
enough? Are you looking in as much detail 
as an inspector will? Categorise your findings 
as the regulatory authority would. If your 
self-inspections are finding gaps that could 
be a major observation or a 483, the business 
and senior management needs to be aware of 
them and be proactive in ensuring these areas 
are addressed. 

PRACTICE
Being inspection ready also means practising 
for the day itself. Unforeseen circumstances 
and poor organisation on the day can ruin 
months of preparation. By ensuring there 
is a process in place to handle inspections, 
it means that when there are audits taking 
place, everyone knows their role. Subject 
Matter Experts (SMEs) should be identified 
for all key quality and technical aspects 
and they should be incorporated into the 
inspection planning.

When audits are taking place, communication 
is hugely important within teams and across 
the company. The hosts in the front room will 
be there with the inspector to ensure it runs 
smoothly and liaise with the back room staff.

While you can’t predict everything an 
inspector will request, you can predict 
some key topics. They are going to look 
at deviations, change controls, out of 
specification reports, management review 
meetings, etc. Prepare as much as you can in 
advance. Once the inspection starts, the back 
room will be hit with an increasing number 
of document requests and queries. By getting 
your house in order and planning what you 
can in advance, you are buying the back 
room valuable time.

The back room is where the magic should 
happen. Collecting the data requested, 
checking it and printing it out. The runners 
will then take the documents back and forth. 
Ensuring the inspection runs as expected 
and communicating expectations are hugely 
important. Be a swan. Look calm and well 
presented, even if you don’t feel it under the 
surface. 

Practice mock inspection questions and, most 
importantly, if you don’t know the answer, 
don’t panic. Follow these three stages:

1. Stay calm, listen and make sure you fully 
understand what is being asked

2. Ask for clarification if you don’t  
understand and don’t worry, you can’t 
know everything

3. If you don’t know, apologise and say 
you don’t. The worst thing you can do is 
guess or bluff. The inspectors will know 
and it won’t go in your favour. Make sure 
you take note of the question to follow 
up and consult with a SME.

The typical inspector interview tends to 
follow this process: the scope, the questions, 
the answers and the follow-up. 

Here are a few tips of what to do and what 
not to do in an inspection:

Don’t

 • Make ‘off the cuff ’ comments and jokes 
with the inspector

 • Discuss potential problems and what  
to do about them

 • Get aggressive or argumentative –  
be professional

 • Use the inspection for your own views or 
criticise the company or other  
departments

 • Try to fill silences

 • Use laptops and answer calls when being 
interviewed by the inspector.

Do

 • Be cooperative, confident and positive

 • Remember NOTHING is off the record

 • Answer the question asked and don’t stray 
off the topic

 • Stay calm

 • Prepare other personnel for questions, but 
don’t huddle secretively

 • Always use your own software logins for 
any system.

REMEMBER
The inspectors are not there to try and catch 
you out. It is your chance to demonstrate 
compliance. Inspectors are human and have 
years of practical experience behind them. 

In summary, to make inspections work to 
your advantage, make it part of your culture 
and ensure you prepare, track, measure and 
practice. If you do all of that then it should 
be a walk in the park and you will never fear 
that late night knock on the door.
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QA’S ROLE IN GCP  
INSPECTION  
MANAGEMENT:  
A NEW BALANCE IN  
THE RELATIONSHIP? 
Despite all the work and stress that inspections may bring, they  
can be catalysts, not just of process improvement, but also of  
cross-functional collaboration between quality and operations. 
Traditionally, the Quality Assurance (QA) function has tended  
to support the organisation by leading the inspection process.  
Some business units are now building their own GCP inspection 
management capability apart from independent QA groups.  
There are risks in using either strategy exclusively, leading to QA  
being relied upon too much or too little, becoming disengaged in  
the latter case.

Michael Smith
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L
eaving aside the key 
principle of inspection 
readiness at all times, 
I wondered about the 
immediate preparation, 
hosting and follow-up 
of a GCP inspection. 
Where I refer to 

sponsors, I assume this can also apply to 
vendors receiving inspections. From initial 
announcement all the way through to 
close-out of resulting actions, I will refer 
to this as inspection management. Is this 
still the domain of the QA audit function 
and if not, what is changing and with 
what implications? I asked a few industry 
colleagues in different types of organisation 
how they saw this area evolving. Based 
on their comments and on my own past 
experience, I have tried to address at least 
some of the considerations here. 

Whether and how a sponsor concentrates 
its inspections expertise in a dedicated 
group, depends on its size and the number 
of inspections it gets in a year. Small and 
medium-sized organisations tend to look 
to their QA groups to lead most activities. 
Otherwise, any one function or affiliate 
will experience inspections infrequently 
and lack the collective experience to handle 
them effectively. QA will know the typical 
inspection process. It can help the business 
to plan the immediate preparations and 
prioritise those aspects most likely to 
determine eventual success. By allowing 
QA to direct the logistical effort, the other 
groups free themselves up to focus on their 
primary responsibilities and expertise. 
QA can anticipate the basic needs of the 
inspectors and work with them to agree 
an agenda that fits any constraints that 
are genuinely unavoidable. During the 
inspection, QA can act as host and be the 
link that helps inspectees understand the 
inspector and vice versa. Their insight into 
the real time inspection progress and what 
is critical to compliance is an early warning 
system to alert their operational colleagues 
if they are not addressing the inspectors’ 
concerns. That sense of ‘where the inspector 
is coming from’ continues to be important 
when feedback is given in any close-out 
meeting and subsequent findings. 

Having been on the ground during the 
inspection enables QA to advise the business 
on a robust approach to following up the 
issues. This ensures time is well spent even 
before the inspectors’ report is received 
and will continue to be as the responses are 
formed.

Of course, where QA is front and centre, 
it can be seen as bearing responsibility for 
everything: driving the preparations and at 
worst, being the mouthpiece of the sponsor, 
by inspectees and inspectors alike. If not 
correctly set up at the outset, this might 
lead some to rely too much on QA to get 
everything ready and to answer questions on 
the day. Apart from its own work, QA is not 
the subject matter expert and yet inspectors 
may also direct questions to them. By the 
same token, QA hosts should themselves 
resist the temptation to offer explanations 
about things they were not directly 
responsible for, which in effect is following 
their own advice to others.

All of which brings us to settings where  
QA is not the lead player and is either 
involved to a lesser extent or not at all.  
Is there a consistent theme to why functions 
grow their own capability to deal with 
inspections? It often results from becoming 
a larger organisation with more and more 
exposure to inspections and consequently, 
more direct experience. Even where QA 
takes the lead role in principle, its own 
ability to devote resources may already be 
rationed on the basis of risk (including 
e.g. the inspection scope, business risk and 
experience level in the affected functions/
affiliate). There is unpredictability in 
the timing of inspections, which can 
affect the scheduling of routine audits if 
auditors need to get involved in support. 
Whatever the considerations, when QA 
steps back so the business can take on the 
responsibility, it generally reflects a maturity 
and confidence in showing accountability 
for its own compliance position. This can 
be an acknowledgement that, ultimately, 
an inspection can be treated as a project to 
be coordinated much like other logistical 
challenges in operations. While many 
QA specialists have the necessary project 
management skills, there is no doubt that 
many such individuals can be found in 
operational roles. During the inspection 
itself, there are distinct advantages to the 
coordination of interviews and document 
requests being led by an operational group. 

Their deeper knowledge of the organisation 
and its processes can speed up the most 
appropriate responses to inspectors’ requests. 

This is not to say that all tasks have 
passed to the business. I mentioned one 
approach where operations takes the lead 
on coordinating document requests and 
interviewees. In this sense, QA is now 
the role being freed up to apply its own 
expertise and analytical skills to sense the 
direction of the inspection and advise 
accordingly. Where QA sometimes still leads 
preparations and hosting, the functions may 
track their own actions to closure and take 
care of checks for effectiveness. However, for 
significant findings, QA may still make an 
independent review of effectiveness, during 
follow-up process audits, for example. 

While QA’s role can still be pivotal, 
there can be ways to share the load with 
operational functions, allowing each group 
to play to its strengths. QA’s particular 
strength comes from an analytical 
mindset and ability to see the situation 
from the inspectors’ point of view. 
That can be applied to risk assessments, 
pre-inspection reviews and assessment visits 
by QA, training and practice for potential 
interviewees and being present in person 
during certain inspections. Other tasks can 
be covered efficiently by the business. 

Regardless of how tasks are assigned, there 
is one area where I see a risk in QA not 
being involved enough. Audits are not 
just mini inspections. They necessarily 
take a somewhat different approach, using 
different risk models and looking deeper 
overall into trial conduct and processes. 
There is though much to learn from seeing 
inspectors in action first hand – what they 
focus on, how they conduct interviews and 
bring issues together at the end. Indeed, the 
business usually looks to QA to answer the 
question ‘are we ready for inspection?’.  
It can reasonably expect the audit 
programme to be scoped to pick up 
departures from current expectations and 
inspections are one of our best sources of 
understanding. The more an audit function 
is distanced from real world inspections, 
the harder its challenge to ensure audits 
continue to be relevant and add value. 

‘Some business units 
are now building their 
own GCP inspection 
management  
capability apart  
from QA.’

‘QA should avoid  
being the mouthpiece 
of the sponsor.’

‘While QA’s role can 
still be pivotal, there 
are ways to share the 
load with operations, 
allowing each group to 
play to its strengths.’
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Harder but not impossible. Effort needs  
to be put into obtaining data on inspection 
outcomes from inside and outside the 
organisation, but what is available can 
sometimes lag behind current trends. 
Beyond the inspection report itself, more 
direct appreciation can be gained from 
reading interview transcripts, document 
and data requests, taking part in internal 
lessons-learned exercises and trend analyses. 
Care should be taken to review auditors’ 
understanding and tools to take account of 
current interpretations that seem to have 
reached a consensus among inspectorates. 
This may be advisable even where 
inspection management stays within QA 
but in a dedicated specialist team.

Finally and with particular thanks to 
external colleagues whose thoughts I  
sought for this article, I’d like to turn to 
what QA should look to do in the future.  
Their main message was to create an 
effective relationship with the trial teams 
and business functions early on, not waiting 
for the inspector’s announcement. 

Building trust and mutual understanding 
at an early stage pays off in the immediate 
run-up to the inspection, leaving time and 
energy for preparations such as interview 
practice, storyboarding of trial conduct and 
reviewing important risks. In other words, 
appreciating the distinction between  
long-term inspection readiness and  
short-term inspection preparation.  
The message is valid for whichever group 
takes the lead in each phase. 

Ideally, there is a healthy balance for both 
sides keeping them engaged in ensuring 
a positive outcome. In reality, inspectors 
probably don’t care which function is 
hosting them, so long as their requests 
and findings are addressed promptly and 
appropriately. There is no single recipe for 
success. Remembering all their training and 
experience, individuals should still rely on 
their instincts to handle the situation in 
front of them – there are few absolutes.

‘The more an audit 
function is distanced 
from real world 
inspections, the  
harder its challenge  
to ensure audits  
continue to be  
relevant.’

‘Inspectors  
probably don’t care 
which function is 
hosting them, so  
long as their requests 
and findings are  
addressed promptly 
and appropriately. 
There is no single  
recipe for success.’

‘Appreciate the  
distinction between 
long-term inspection 
readiness and  
short-term inspection 
preparation.’
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INSPECTIONS  
FROM BOTH SIDES  
OF THE FENCE
I consider myself to be in a fortunate position in having been on 
both sides of the regulatory fence. Working in a national competent 
authority, the Medicines and Healthcare products Regulatory Agency 
(MHRA) and working in industry for a number of large companies. 
I say both sides of the fence, but to me my aim has always been 
the same in whatever role I was in: ensuring that we have effective 
medicines which are as safe as possible for patients. So is it really a 
fence? This can come over, if you will excuse the pun, as industry 
separated from the regulator, but it need not be that way. This article 
aims to share some of my experiences and help readers to avoid some 
of the pitfalls when being inspected.

Rebecca Stanbrook
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T
he email or letter 
arrives at the 
company and what 
happens next?  
This can set the tone 
for the inspection. 
Is there a panic? 
Or is it a calm 

acknowledgement that someone external to 
the organisation will come and inspect and 
provide some external validation of your 
good practices? 

We, the industry and inspectors, talk about 
inspection readiness, but what does this 
mean? Is it that we cannot have that element 
of panic when the email hits the inbox?  
I would like to think so. If you know  
your processes, systems and are confident 
in their compliance with the legislation, 
then why worry when an inspector calls? 
As an inspector I have been to a number 
of organisations who were very ready and 
actually welcomed the inspectors with 
open arms. They saw it as an opportunity 
to improve their systems and discuss best 
practices with inspectors. Remember 
inspectors do not see their job as the police, 
they want to raise standards across the 
industry and so are very happy  
to share any best practice recommendations. 
Their role is protecting public health.  
You only have to read their mission 
statement to understand this: 

‘We protect and improve the health of 
millions of people every day through 
the effective regulation of medicines and 
medical devices, underpinned by science 
and research.’1

I have also seen the opposite, the company 
not wanting to have an inspection.  
The atmosphere on arrival was not positive. 
Yes, as normal we had our identities 
checked, however, we were then left 
waiting for some time before being shown 
to a room. The inspection started and 
throughout the opening meeting there was 
an atmosphere that we were intruding.  
Our every move was monitored, even down 
to going to the bathroom. When someone 
followed me into the bathroom, that does 
go above and beyond the accompanying 
inspectors at all times standard operating 
procedure (SOP)!

So how can you ensure inspection readiness 
and that an inspection is conducted in a 
collaborative atmosphere? Remind the team 
that we all have the same aim – patient safety.

INSPECTION PREPARATION
Just like the Girl Guides or the Boy  
Scouts, your mantra should be ‘Be 
Prepared’. As a QA organisation you 
should have an oversight of legislation 
to ensure that any changes are known, 
communicated and a gap assessment done 
in relation to your SOPs. Who is prepared 
for the ICH Guideline E6 (R2) coming 
into force in June this year or the changes 
in the regulation of medical devices? If you 
are prepared then why worry about the 
inspection? Your SOPs have been analysed 
for gaps, you have a plan to update them 
and they will be completed on time.  
Why are you still worrying?

Ensure all the people who may be involved 
in the inspection are well briefed on what 
to expect. There are currently no GCP 
inspection reports available to view in 
Europe, but the MHRA and other agencies 
on a global basis provide lots of information 
on common findings, position papers and 
reflection papers, so there is much you  
can do to make sure your company 
personnel know what to expect. GMP and 
pharmacovigilance inspection reports are 
available under the Freedom of Information 
Act 2000 www.legislation.gov.uk/
ukpga/2000/36/pdfs/ukpga_20000036_en.pdf.

The EMA even publishes its procedures on 
inspection, so you can look directly to that 
in preparing the organisation. www.ema.
europa.eu/ema/index.jsp?curl=pages/regulation/
document_listing/document_listing_000140.
jsp&mid=WC0b01ac05800296c6

However, BEWARE! It is possible to 
over prepare the organisation such that 
individuals are almost paralysed by fear.  
I can remember a couple of occasions when 
this happened. On one occasion I was asked 
if I could write down all the questions 
beforehand as the gentleman was frightened 
what might be asked and on another 
occasion, the Clinical Research Associate 
(CRA) was so scared that on the way to her 
office to visit the filing room, she talked 
about all the exciting products you could 
buy in the staff shop.  
So fear can manifest itself in a number of 
ways. Inspectors are humans too and will 
want to be treated in the manner you would 
wish to be treated yourself. I am not talking 
about the appearance of a favourite snack 
item, but just a little respect and courtesy 
goes a long way.

Before the inspectors arrive on-site, you  
will discuss the inspection plan with them.  
It is important to let them know if there are 
any time zone challenges. For example, in 
this increasingly globalised world – are there 
activities which are being undertaken in 
the USA, India or China? Let the inspector 
know up front so that they can factor in 
reasonable times for discussion. Depending 
on the time before the inspection, it may 
be pertinent to fly over key individuals for 
a face to face discussion. This allows for an 
easier interview and no issues with phone 
lines or video conferencing.

THEMED
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INSPECTION CONDUCT
Your people know what to expect, but 
what can go wrong during the conduct of 
an inspection? Have you an efficient back 
room set up? How do you track documents? 
MHRA have a very efficient document 
tracking system, why invent one of your 
own when you can use theirs? They are 
always happy for you to take a copy of their 
document requests, so why have another 
system with a separate set of identifiers?  
I have seen this go horribly wrong in 
the past with documents coming into 
the inspection room with the company 
identifier on only. The company then 
struggled to link back the documents to  
the inspectors’ document identifiers.

If it is not clear what has been requested 
by the inspector, go back and ask for 
clarification. They would much rather you 
ask than come back with a document which 
doesn’t address their request adequately. 

Don’t make documents up. I know of at 
least one person who was subsequently fired 
because they made up a document during 
the inspection. Inspectors are very wary of 
documents where the ink is still drying on 
them. If the document doesn’t exist yet, 
say so. It might be that there is another 
document which explains the same matter.

Always provide documents in a timely 
manner, or if a document request will take 
a little longer than overnight, then let the 
inspector know. It could be coming from  
an archive in Scotland when the inspection 
is taking place in Dorset. The inspector  
will understand.

No discussion on inspections would 
be complete without discussion about 
document availability and in particular  
of note is the Trial Master File (TMF). 
Where is your TMF located and how will 
it be accessed? Inspectors have the right to 
access the TMF directly. In days gone by 
this might have been easier with a paper 
based TMF, although that can have its 
challenges if a vendor is looking after the 
TMF on behalf of the sponsor.

However, when we come to the electronic 
TMF, how will the inspectors access it? 
Inspectors expect to have a training of a 
MAXIMUM of 1 hour, preferably much 
less. They will not need your super user 
access training. So ensure that there is a 
process in place to ensure adequate training 
for ‘read only’ access and adequate set up 
of equipment. You should provide a laptop, 
however consider providing one or two 
monitors, in this manner they can readily 
see a document and should they wish to 
compare documents, they will be able to 
easily do so. Are all documents per ICH 
sections 8.2, 8.3 or 8.4 available depending 
on the status of the trial? If you have any 
questions about the provision of the TMF, 
the Inspectorate welcomes your questions. 

Review the TMF Blog on the MHRA 
website for additional details: https:// 
mhrainspectorate.blog.gov.uk/2015/07/30/ 
inspecting-clinical-trials-the-trial-master-file/

There is much written about the TMF, 
however I think it is fairly straightforward. 
It is the story of what happened during the 
clinical trial. It is not necessarily all in one 
place, but you know where to find all the 
pieces of the puzzle to make the story.

In pharmacovigilance inspections the 
inspector will ask for provision of the  
Pharmacovigilance System Master File.  
As per the legislation, seven days is stated  
as a timeline for provision, however, in  
the GVP Module II it does clearly state  
that immediate access may be required.  
So how do you ensure that it is continuously 
accessible by the QPPV and is kept up to 
date in a timely manner?

INSPECTION CLOSE-OUT
Make sure you have provided all the 
documents requested or have agreed  
when other late requested documents  
will be made available to the inspectors.

If during the close-out meeting there  
is something which requires clarification, 
please speak up and mention this.  
The inspector doesn’t want to be writing 
inaccuracies in the inspection report, so  
will appreciate a sensitive interjection.

Above all, make sure you have the right 
management team available as they will 
want to hear first-hand the inspector’s 
comments.

INSPECTION REPORT AND 
RESPONSES 
You may feel that everything is complete 
when the inspectors leave the site, but  
the real work is just beginning. How to 
respond to the inspection findings?  
Who is responsible? I have seen issues where 
QA have taken the lead in responding to 
the inspection. It was clear on reading the 
response that some actions were not possible 
from what I had learnt of the business 
during the inspection. It is important, 
therefore, that the business own the 
inspection responses with support from  
QA to ensure the actions are consistent 
across other parts of the business. 

In this age of mergers, many companies are 
based on more than one organisation and  
so may have different clinical trial or  
pharmacovigilance set ups, so you need to 
ensure that learnings are delivered across  
the organisation from inspections. 

If there are some clarifications required 
about the report, do not hesitate to pick  
up the phone or email the lead inspector. 
They want you to be able to respond fully  
to the report.

Rebecca is Global Head, Drug 
Development Quality, Compliance 
& Regulatory Affairs at Novartis in 
Basel. She is responsible for the GxP 
compliance programme activities and 
initiatives. 
Prior to joining Novartis, Rebecca was 
Group Manager, Inspections (GLP/
GCP/PV) at the MHRA, where she 
worked in a number of positions for 
11 years. She helped shape the GCP 
and pharmacovigilance statutory 
programmes and was a member of 
one of the teams conducting the first 
statutory GCP inspections.
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And then when the inspection responses 
have been sent in, make sure that you 
adequately track the actions and ensure 
that they have gone far enough. I have seen 
on a second inspection where a company 
has not fully addressed the finding and as a 
consequence, ended up with a repeat finding 
and often this is upgraded!

AND FINALLY
Remember we all want the same thing –  
that the patients are safe and if in a trial 
their rights protected, good data and safe, 
quality and effective medicines. So we are  
all on the same side of that fence.

 
Note: The comments and opinions are those of the writer 
and should not be construed as the opinion of Novartis.
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JSQA INTERNATIONAL 
AFFAIRS COMMITTEE 

INSPECTIONS IN JAPAN: 
INSPECTIONS  
CONDUCTED BY  
PREFECTURES 
Regulatory inspections are conducted to confirm the stakeholders, 
usually pharmaceutical companies (including factories), are complying 
with their respective regulations. In the global business field, the 
common guidelines give much benefit, as is shown by the ICH 
guidelines. Meanwhile, in Japan, the same inspections are conducted 
by prefecture service offices on the ground, using the less man power 
in the central government and giving geographical convenience and 
compliance promotion over the country. Such examples are observed 
in Japan for Good Pharmacovigilance Practice (GVP) and Good 
Manufacturing Practice (GMP).
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I
n Japan there are 47 prefectures 
and these administrative local 
offices have the authority 
to conduct GVP and GMP 
inspections. 

This short article explains the 
status of prefectural inspections, 
which are assumed to be equal 

to national regulatory inspections by the 
Japanese Pharmaceuticals and Medical 
Devices Agency (PDMA).

GVP AND GMP INSPECTIONS 
BY PREFECTURES
The prefectural PV inspection is conducted 
under Japanese GVP. It is called ‘Japan 
Good Vigilance Practice (J-GVP) 
Compliance Evaluation Inspection’. 
Historically, this inspection was conducted 
by central government (i.e. PMDA).  
The PMDA has tried to train local 
governments and transferred their authority 
to prefectural government 11 years 
ago. Now the conduct itself looks quite 
successful, even though some discrepancies 
between prefectures are still seen now. 

In particular, pharmacovigilance 
representatives are discussing the differences 
between the Tokyo Metropolitan 
Government and the Osaka City 
Government.

A similar approach has been taken in 
the GMP field. Since the number of 
pharmaceutical factories is bigger than that 
of pharmaceutical head offices in Japan, this 
approach is much more practical. Another 
perspective as to why the local government 
is conducting GMP inspections, is that the 
possible disasters like fires, earthquakes and 
tsunamis may affect the life of local residents.

GMP regulation, so called cGMP, is 
changing because Japan was approved to be 
a member of the Pharmaceutical Inspection 
Co-operation Scheme (PIC/S) and the 
scope of GMP inspection has widened to 
incorporate the PIC/S rules. 

It is notable that PMDA still hold the 
authority to participate and enforce some 
measures if some difficulties are encountered 
in the relevant prefectures at their 
inspections.

GLP INSPECTIONS
There are no inspections conducted by 
prefectural government in Japanese GLP.  
All inspections are conducted by PMDA.

GCP INSPECTIONS
There are no inspections conducted by 
prefectural government in Japanese GCP.  
All inspections are conducted by PMDA.

JSQA INTERNATIONAL AFFAIRS 
COMMITTEE
All enquiries and questions must be 
addressed to JSQA IAC. Please refer to 
www.jsqa.com 
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PROVIDING AUDIT  
REPORTS TO  
INVESTIGATORS – 
WHAT’S THE RISK?

As a seasoned QA professional conducting and reporting on audits 
for over 20 years, I was somewhat surprised when I came across a 
very persistent ‘demand’ from an investigator during the planning of 
an upcoming investigator site audit. The investigator was more than 
happy to accommodate the site audit, but however demanded that the 
auditor leave a written summary of the findings and that he receive 
a copy of the full written audit report. No amount of explanation 
convinced the investigator that the company process was to give verbal 
findings at the end of the audit and that once the audit report was 
written up, the study monitor would follow up with the site to facilitate 
the correction of any findings attributed to the site.

Monjit Summy 

Monjit Summy (representing the consultant’s view), with input from:  
Robrecht Tistaert (representing the CRO view) and Barney Horne 
(representing the pharma view).
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T
he investigator 
explained that he 
had experience 
with other sponsor 
company audits 
where the verbal 
findings given at 
the audit close-out 

meeting bore no resemblance to the 
post-audit finding presented to the site by 
the monitor. He therefore demanded full 
written transparency from the auditor at the 
end of the audit and first-hand knowledge 
of the content of the audit report. My client 
company policy and procedures did not 
allow for the dissemination of audit reports 
to investigators, which I expect is the case for 
most pharmaceutical companies and Clinical 
Research Organisations (CROs).

Whilst the experience of this investigator may 
have been an isolated case, the question of 
why we are so precious about disseminating 
audit reports to investigators did trouble me. 
It appears that quality assurance professionals 
have become comfortable with sharing audit 
reports with internal company recipients at 
many levels or for CROs with their clients 
and yet have ignored the key player in the 
audited activity, namely the investigator. 
I fired off the question to my RQA GCP 
Committee colleagues for their experiences. 
We always enjoy a chance to challenge 
long-held views and to hold up to scrutiny 
anything where we are tempted to say,  
“we have always done it that way”. 

So what is the risk of sending audit reports 
to the investigator? After all, they are the 
auditees and why should the investigator not 
receive ‘feedback’ directly from the auditor? 
We would expect this in other walks of life. 
For example, when we take our car to the 
local garage for a road-worthiness test, we 
expect the garage to give us a written report 
of any works that needs to be completed; 
similarly we would expect our GP to give us 
the laboratory reports of any blood test we 
had taken, if requested. So why shouldn’t the 
investigator expect to see at first hand the 
written report from the auditor? Contrary 
to many European inspectors, the FDA 
investigator does leave a written form 
483 at the site, with the most significant 
observations/non-compliances. 

The most common reason cited is that if 
we give the investigator the audit report, 
there is the danger that it will be filed in the 
investigator site file and may be ‘discovered’ 
during any future regulatory inspections and 
would effectively give the inspectors all the 
issues at the site. 

It is fair to say that we do not want to present 
audit findings on a platter to inspectors, 
only to read our audit findings in an 
inspection report. However, we do expect 
clinical operational staff to monitor and 
communicate their observations resulting 
from monitoring visits to the investigator 

in follow-up letters which are filed in the 
investigator files. We expect monitors to deal 
with audit findings and work with site staff to 
resolve the issues, but we do not share audit 
observations directly with the site staff. 

Now let’s challenge this. If our reluctance 
to leave written findings is driven only by 
the fact that an inspector may read our 
observations and use them in an inspection 
report, then it can be argued that the 
observation has been already made and 
corrective and preventive actions (CAPAs) 
put in place. So that should not be a realistic 
risk. Also, it can be argued that a very small 
number of sites audited will ultimately be 
potentially inspected, therefore for those 
few cases, we should not deprive all audited 
investigators of valuable written feedback. 

Other reasons cited for not providing audit 
reports to investigators include potential data 
privacy or confidentiality issues. The audit 
report may include issues cited for the CRO 
or the sponsor or indeed other investigator 
sites if the audit report includes multiple 
sites. One solution may be to design audit 
report formats to separate out the main 
body of the report (scope, background, 
history, etc.) from findings/CAPAs, which 
could be listed in separate tables for the 
CRO, the sponsor and the site. This way the 
investigator-specific CAPA table can be sent 
to the site. Indeed, some commonly used 
commercial audit databases are designed with 
templates set up to allow for such a structure 
for audit reports. Another solution may be to 
list the findings in the audit follow-up letter 
to the site after the audit. 

So what is current practice? In a quick poll 
of quality assurance colleagues, it appears 
that sponsors are occasionally asked by 
investigators to provide audit reports but 
these requests are rare and are handled 
generally by providing the investigator with 
an appropriately redacted audit report. 
The exception to this is when QA perform 
pre-inspection visits to sites ahead of an 
impending regulatory inspection. In this 
case, quality assurance department policies 
typically not only permit the inspection visit 
report to be shared with the site, but also that 
QA works directly with the site to resolve 
any identified issues so that these can be 
addressed in an expedited manner ahead of 
the inspection.

Consider also the move towards risk-based 
monitoring approaches, which typically 
result in a reduction in the number of on-site 
monitoring visits. The follow-up by monitors 
following an audit is often no longer ‘timely’ 
(i.e. as soon as the report is issued) so that by 
the time the monitor arrives, the momentum 
to address audit issues may have been lost. 

Another advantage of providing investigators 
with written feedback could be to ensure 
auditors write audit observations more 
clearly, with less industry jargon and 
better supported by examples and the 

applicable standards, such as the protocol 
and applicable regulatory requirements and 
guidance. Communicating audit findings 
clearly should trigger an appropriate and 
timely response, engage the investigator 
and their site staff to learn and implement 
improvement to better serve and protect trial 
subjects and help generate reliable data.  
By taking advantage of the momentum  
soon after the audit to identify and 
implement appropriate actions, the next 
monitoring visit can be used to verify these 
actions, rather than to instigate them.

Alternatively, it might be time to completely 
rethink our approach to audit reports  
and how we achieve compliance from 
investigational sites post-audit. We could 
consider a more radical approach, with 
direct interactions between QA and site, to 
address audit findings soon after the audit so 
that CAPAs are addressed effectively and in 
a timely manner. This change in mentality 
will take time, but would the benefit not 
outweigh the risk?

So what about my demanding investigator? 
Well, the audit is due later this month and 
the investigator sends the auditor regular 
reminders that he expects to see written 
findings at the audit close and post-audit –  
to which the sponsor client has agreed.

 
Note: These views represent the general area of 
employment and do not reflect current employers’ 
perspectives. 

Owner and Director of Saffron Pharma 
Consulting Ltd, Monjit is a QA Consultant 
with over 25 years in the design and 
conduct of GCP, GLP, cGMP and PV 
audits. After a very successful career in 
the pharmaceutical industry, she founded 
Saffron Pharma Consultancy in 2013 to 
provide audit, regulatory agency inspection 
support and inspection readiness services. 
Monjit has led and hosted many MHRA 
GCP and PV inspections for both large 
pharma and smaller start-up companies. 
She is an active member of RQA, serving 
on the GCP Committee and is a course 
tutor for ‘GCP Regulatory Inspections’. 
Prior to this, Monjit was employed as 
the Global Head of R&D QA at Shire 
Pharmaceuticals, joining Shire in 2003 
from Pfizer. She is a pharmacy graduate, 
holds a Post-graduate Diploma in 
Management and is a member of the 
Royal Pharmaceutical Society of  
Great Britain. 
Monjit’s other interest is travel and she 
is on the Board of TransIndus, a tour 
operator specialising in tailor-made 
holidays to Asia.
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HELPING THE  
ORGANISATION TO  
REALLY IMPROVE –  
DOING MORE, BETTER, 
WITH LESS
In this, the second of a series of six articles by members of the  
Oakland Consulting team, Robert Oakland and Rod Scott show how  
today’s quality professionals need to take a holistic view if they are  
to help their organisations achieve real, sustained improvements  
in business performance. Focusing on the ‘process to deploy big  
frameworks’ is rarely seen as value adding by a senior management 
team – it is not enough to codify and deploy, it requires thought and 
vigilance to remain aligned with and help shape the business priorities.

Rod ScottRobert Oakland
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T
o develop the 
required thinking 
and approach, it 
is perhaps helpful 
to reflect on the 
history of modern 
quality and business 
improvement, to 

identify the underlying concepts that have 
been proven to work.

THE EVOLVING NATURE 
OF ‘TOTAL QUALITY & 
OPERATIONAL EXCELLENCE’ 
(TQ & OP EX) 
Womack, Jones and Roos first introduced 
the concept of Lean Manufacturing 
in 1990 in their book ‘The Machine 
That Changed the World’. It described 
an approach to quality and operational 
improvement that had been adopted by 
the Japanese car industry, led primarily by 
Toyota. They were in fact describing an 
approach that, although inspired by Henry 
Ford’s production line at the River Rouge 
Model-T Ford assembly plant, had evolved 
continuously from the 1950s through 
into the 1980s, but which had been 
consolidated at Toyota into an organised 
‘system’, the so-called Toyota Production 
System, or TPS.

The fact that other industries have 
adopted ‘Lean’ concepts early on in their 
developments is important. Womack’s 
book was based on research that specifically 
focused on the automotive industry but the 
concepts and most of the tools used were 
not only transferred to and adapted across 
other industries, but have also become 
established practices as part of the evolving 
nature of what has continued as ‘Total 
Quality’, ‘Operational Excellence’ and 
‘Continuous Improvement (CI)’.

The evolving nature of Total Quality & 
Operations Excellence (TQ & Op Ex) is an 
important issue for the quality professional, 
as the practices usually need tailoring to 
the specific context of the organisation to 
which they are being applied. Over recent 
times, many industries have discovered that 
the concepts and practices embodied in 
Total Quality Management (TQM), CI, 
Lean, Six-Sigma, etc. are indeed transferable 
and adaptable, for example to service 
industries and the public sector.

With this background in mind, it is 
worthwhile considering a few myths about 
improvements methods.

TQ & OP EX THINKING – 
SOME MYTHS AND FACTS

MYTH 
TQ & Op Ex is only for manufacturing 
and the tools and techniques are not 
transferable.

FACT 
The concepts of improvement apply 
to every organisational setting, but the 
tools and techniques need to be carefully 
selected and adapted.

The fundamental concepts behind TQ 
& Op Ex and all associated methods are 
that of stripping out non-value adding 
activities and reducing variation so that an 
organisation can truly focus on delivering 
what its customers actually want, even the 
R&D function! In other words, it is not a 
good idea to expend our far from limitless 
resources on things that do not achieve  
our quality, time and cost aspirations.

The objective for TQ & Op Ex can, 
therefore, be distilled down to creating an 
organisation that focuses on consistently 
achieving the customers’ requirements,  
but doing so with the least amount of 
effort, surely the goal for any organisation 
or any function, in any sector.

Specific tools and practices that work in 
manufacturing may not work so well in 
other sectors, but one would expect this. 
It is very easy to look at specific practices 
(often given as manufacturing examples) 
and dismiss them as ‘not appropriate’ 
to another context. The challenge for 
the quality professional is to help the 
organisation to develop or adapt approaches, 
methods and tools that will work, just as  
the pioneers of Lean and Six-Sigma did 
within their own context of their industries 
and companies.

MYTH 
TQ & Op Ex is about cutting back on 
people resource.

FACT 
These approaches are about eliminating 
non value-adding waste and reducing 
variation, not laying off employees.

Language and words used in organisations 
are very powerful and therefore, important. 
The simplest things that are taken for 
granted on a day-to-day basis within one 
context can become powerful symbols and 
cause divisions in ideology in others. 

For example, the term Lean can become a 
powerful driver in a particular context and 
it may not necessarily communicate the 
intentions of the people who collectively 
developed Lean thinking originally.  

This was about freeing up resources to get 
on with the important things and delivering 
value add, rather than – say – reducing 
headcount. The pioneers of Lean thinking 
were trying to reduce the time people spent 
on non-value adding activities so they could 
focus more on what does add value. It has 
become an empowering philosophy in many 
‘Lean organisations’, including those hit 
with hard financial pressures, that they have 
built their capability by reducing waste.

MYTH 
TQ & Op Ex is another management fad.

FACT 
These concepts and practices have been 
in operation since (at least) the 1950s 
and are still with us.

The concepts of Total Quality Management, 
Operations Excellence and Continuous 
Improvement have been with us at least since 
the Japanese took on board these principles 
in manufacturing. Many years on we are 
still discussing it, so it is probably not a fad, 
although terms and emphases may come 
and go. What is certainly true is that these 
philosophies, concepts, tools and techniques 
have grown, adapted and evolved over 
time and have delivered sometimes quite 
breathtaking effectiveness and efficiency gains 
for those who have embraced them properly, 
even in the most unlikely environments.

If the aim is to adapt or even transform 
the way we deliver products and services, 
delivering more for less, whilst developing 
and maintaining our focus on the customer, 
then TQ & Op Ex approaches will help 
us by ensuring that we have the internal 
capability required.

MYTH 
TQ & Op Ex is expensive to implement.

FACT 
These approaches typically save far more 
than they cost to implement; done well 
they can also transform the customer 
experience, as well as reducing costs.

It is very rare to find examples where 
significant change has not required a 
concomitant investment and there are 
always some resource needs for successful 
implementation. TQ & Op Ex is about 
reducing waste, variation and cost – it is 
about doing more, better, with less – so 
what really needs to be considered by 
quality professionals are the opportunities 
to measure benefits and actively 
demonstrate the savings made, throughout 
the supply chain. Clearly, any ‘cost of 
change’ should be set against the savings 
delivered by the change.



COMBINING AND 
ADAPTING IMPROVEMENT 
APPROACHES THAT ARE 
MEANINGFUL TO THE 
ORGANISATION
A common characteristic of organisations 
that successfully and consistently improve 
performance is their understanding of 
the ‘concepts of improvement’ rather 
than complete mastery of the associated 
tools and techniques. For example, their 
understanding of customer value, the 
difference between value and failure 
demand, the importance of variation and 
flow, how to use visual management, the 
effective use of standards and statistical 
methods etc. The quality professional 
needs to help the organisation focus on 
the external environment, especially at 
the customer and product front-end, 
working with their colleagues in Sales and 
Marketing and Research and Development 
to explore and translate customer needs into 
meaningful operational practice.

Once people in an organisation truly 
understand the concepts of improvement, 
they are usually very capable of finding the 
right tools and techniques to exploit these 
concepts. One of the roles of the quality 
professional is to inculcate these concepts 
into the organisation, its people and provide 
access to the right tools. Combining and 
adapting improvement approaches, such 
as Lean, Six-Sigma and Statistical Process 
Control (SPC), can provide a more holistic 
improvement approach and make available 
a broader, integrated set of tools and 
techniques. 

Six-Sigma is an improvement approach 
pioneered by a number of companies 
including Motorola, Honeywell and GE. 
It has its roots in the work of the early 
‘TQM Gurus’ such as Deming, Shewart 
and Ishikawa, who emphasised the need 
to understand and control variation in 
processes to improve the management 
of quality. Although Six-Sigma is geared 
more to reducing process variation and, 
as such, has again been associated with a 
manufacturing bias, it has nevertheless been 
found to be of enormous benefit in other 
sectors and functions, including design and 
R&D.

There has been a lot of success in combining 
the two approaches of Lean and Six-Sigma 
into ‘Lean Six-Sigma’ (L6S) or ‘Lean Sigma’ 
programmes, where the Lean element 
addresses non-value adding waste and lead 
times and the Six-Sigma element addresses 
process variation and quality (Fig. 1). 

FIGURE 1. LEAN SIX-SIGMA

TABLE 1. DRIVER© – A SIX PHASE APPROACH TO IMPROVEMENT

FIGURE 2. DRIVER© – A PRAGMATIC IMPROVEMENT APPROACH

1 DEFINE Define the scope of the improvement programme/project in terms of customer  
or citizen and organisational goals.

2 REVIEW Map the current processes and measure their performance to understand how  
they add value and where they don’t.

3 INVESTIGATE Analyse the gap between current and desired performance, identifying problems  
and prioritising opportunities.

4 VERIFY Generate and validate improvement solutions to realise the opportunities.

5 EXECUTE Implement the improved processes to sustain performance improvement.

6 REINFORCE Learn the lessons and continuously improve.
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Rod Scott is a Partner at Oakland 
Consulting LLP. He has extensive 
experience in helping global companies 
improve their operational performance, 
primarily through Lean approaches, 
process-driven transformation, 
business/operating model redesign and 
managing organisational change.
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Robert Oakland has a PhD in 
Biomedical Engineering and is also a 
Partner at Oakland Consulting LLP. 
Rob works across the globe helping 
complex organisations design and 
implement programmes to improve 
quality, cost and delivery of products 
and services.
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ALIGNING IMPROVEMENT 
AROUND A STRUCTURED, 
PRAGMATIC METHODOLOGY
Regardless of the specific tools and 
techniques, organisations that have 
repeatedly delivered major sustainable 
benefits from TQ & Op Ex implementations 
have tended to adopt a structured, pragmatic 
methodology. This needs to work at both 
the macro (company-wide) and the micro 
(individual project) level. Organisations  
that take this path tend to focus on the six 
key generic phases of Oakland’s ‘DRIVER’© 
(Table 1).

DRIVER© (Fig. 2) has been successfully 
used in many sectors and functions as an 
improvement methodology and is tried and 
tested. It is clear that this approach embraces 
the concepts of L6S whilst allowing 
sufficient flexibility for the detailed tools 
and techniques that could and should be 
used. It is therefore presented to all quality 
professionals as a pragmatic improvement 
approach to deliver real, measurable, 
sustained improvement in performance. 
Clearly, there are other successful approaches 
that adopt this ‘Plan-Do-Study-Act (PDSA)’ 
cycle (sometimes know as the ‘Deming 
Cycle’ after its creator) and L6S is often 
associated with DMAIC (Define, Measure, 
Analyse, Improve, Control). The value 
in something like DRIVER©, DMAIC 
or PDSA is that it can work at the macro 
and micro levels, providing a common 
framework to ensure improvement happens 
– that’s the main objective.

CASE STUDY: USING LEAN 
SIX-SIGMA IN AIRBUS 
GROUP (FORMALLY EADS)
Airbus Group, rebranded from EADS 
in 2014, is Europe’s largest aerospace, 
defence and security company with a legacy 
stretching back 100 years. It has three 
divisions; Airbus (commercial aircraft), 
Airbus Helicopters and Airbus Defence  
and Space. 

In 2005 the then EADS Corporate  
Quality Officer, together with Oakland’s 
Aerospace Sector, designed a L6S 
programme to equip EADS people with  
the skills and capabilities to deliver 
sustained improvement. This was part of 
a wider EADS Improvement Programme 
(EIP) that included other streams of 
customer review, programme and risk 
management and supply chain operations.

The DRIVER© methodology was adopted as 
the common approach with Oakland’s team 
for delivering the training and coaching. 
The initial expectations were realistic and 
now, after ten years, some 4500 Green Belts, 
450 Black Belts and 1000 Executive Black 
Belts have been trained throughout the 
organisation, across the globe.

The finance community were encouraged  
to help validate the benefits of projects 
which provided confidence in the outcomes. 
This established the L6S skills as real, 
valuable assets to the company divisions. 
The recorded benefits of certification 
projects alone amount to over €200m of 
annual benefits, the average value of Black 
Belt projects having grown from ca €150K 
to €450K. This is in addition to the equally 
valuable aspects of improved customer 
confidence, increased speed of activity 
(on-time), reduced risk and improved 
employee morale.

The recognition of the value of Lean and 
Six-Sigma tools and techniques is now so 
widespread that the company is seeing the 
increased deployment of the community 
of improvers in all divisions. Following 
a recent benchmarking exercise it is 
anticipated that L6S will evolve further, 
blending with other approaches possibly 
under a more holistic Airbus Group 
Improvement brand.

CASE STUDY: BUILDING 
QUALITY AND OPERATIONAL 
EXCELLENCE ACROSS ABB
ABB is a global leader in power and 
automation technologies and the world’s 
largest builder of electricity grids, being 
active in many sectors. Based in Zurich, the 
company employs over 150,000 people and 
operates in approximately 100 countries 
with five production divisions.

To enhance ABB’s ability to delight 
customers with the products and  
services they provide, a global Quality  
& Operational Excellence (Q & Op Ex) 
programme was launched. In summary,  
the aims of this were to provide:

 • A common methodology for  
transforming improvement ideas  
into business reality

 • Training on tools and techniques  
to build improvement competencies

 • Coaching of improvement projects  
to turn real business issues into real 
business results.

The fundamental idea was that Q & Op 
Ex would equip ABB employees with 
the skills and ability to generate process 
improvements to ensure on-time, on-cost 
and on-quality delivery. It was felt that 
this approach would also create a culture 
of ‘Continuous Improvement’ within 
ABB through widespread use of its own 
established ‘4Q’ improvement system.

In very large complex organisations such as 
ABB, success in improvement programmes 
like the Q & Op Ex are more likely to be 
qualitative than quantitative, as the latter 
are specifically related to the particular 
industry sectors, geographical and even 
political situations. 

The whole Q & Op Ex approach was 
designed and developed to meet the future 
scale requirements of ABB and is now 
fully documented and deployed across the 
organisation. 

The standardised trainer/coach assessment 
process has become embedded within the 
programme infrastructure as a sustainable 
approach to qualifying internal trainers 
and coaches in the divisions, regions and 
local business units, ensuring a standardised 
global approach whilst meeting local needs. 
Qualified trainers and coaches provided 
the early momentum required to establish 
the programme credibility and are now 
distributed across the entire organisational 
footprint, supporting all divisions and 
regions in ABB. Nearly 6,000 were trained 
by this method fairly quickly, including  
350 trainer/coaches. Total savings from  
4Q projects ramped up very quickly to over 
$500m. Objectives such as having at least 
one qualified ABB 4Q Basic Trainer/Coach 
under every ABB roof helped accelerate 
progress.

‘Advanced’ workshop material, including 
Lean and Six-Sigma techniques, provided 
a sound basis on which to develop expert 
quality improvement practitioners within 
ABB and now forms a necessary platform  
to deliver advanced improvement projects.



AN INTRODUCTION  
TO AGILE  
METHODOLOGIES
FIRST IN A SERIES OF ARTICLES  
FROM THE DIGIT COMMITTEE’S  
AGILE WORKING GROUP

Increasingly, regulated organisations and their IT partners are turning 
to Agile software development methodologies to assist with improving 
the speed to production of their IT solutions. The arguments for and 
against using Agile methodologies versus the traditional V-model or 
Waterfall styles of software development lifecycles (SDLC) are many. 
Recent articles and podium presentations are challenging the norm 
with examples of where Agile processes and customer integration  
have enabled faster delivery and reduced cost whilst maintaining  
an emphasis on quality. 

Barry McManusRichie Siconolfi

NON THEMED

36 | QUASAR | APRIL 2017



T
he barriers to 
adopting Agile 
are more likely 
to be Enterprise 
culture related than 
technical capability. 
Our IT management 
and business leaders 

are already forging ahead with these new 
methodologies, thus we need to ask the 
question, how does the quality unit need 
to adapt? 

In this first in a series of articles, we look 
at the fundamentals and history of Agile, 
which contrary to belief has been around 
for many years.

INTRODUCING AGILE
It is interesting to point out that there 
are over 65 software development 
methodologies1 many of them describing 
Agile practices. To understand Agile,  
we should first understand the evolution 
of software development, the timeline 
below illustrates the introduction of some 
methodologies. (See Fig. 1)

EARLY AGE
At the beginning of the computing age, 
the approach taken to build software was 
to code, (test) and fix any issues. This was 
acceptable given that the prohibitive cost 
of computing limited its availability to very 
few people, (often the same people who 
coded the software).

During the 1970s, formal (traditional) 
methodologies were established to 
coordinate the tasks required to deliver 
greater software complexity. These 
methodologies shared the following 
traits: highly organised, highly structured, 

sequential activities providing a high degree 
of assurance (e.g. V-Model, Structured 
System Analysis and Design Methodology 
[SSADM]).

These software development lifecycles 
focus on providing complete functionality 
according to a set of user requirements,  
for complex and critical systems.

MIDDLE AGE
The changing pace of technology and 
business needs placed a strain on traditional 
methodologies, e.g. late system delivery, 
out of date functionality and excessive 
costs. Thought leaders derived new 
methodologies to overcome their problems. 
Here are a few selected examples: 

 • SPIRAL introduces active user  
involvement in iterative (several cycles  
to complete) prototypes to elicit  
requirements before settling into a  
traditional sequential approach2

 • Rapid Application Development  
(RAD) incrementally (bit-by-bit)  
builds functionality to deliver important  
features sooner and performs parallel 
tasks to reduce delivery time3

 • DSDM (Dynamic Systems Development 
Methodology) fixes costs, quality and 
time as system development constants 
and treats functionality as flexible.  
The incremental and iterative focus 
increases flexibility to meet ever  
changing business needs4

 • SCRUM seeks to reduce the reliance on 
prescribed processes and allow software 
teams to self-organise themselves to 
decide on the best way to work5

 • Extreme Programming (XP)  
concentrates on taking good engineering 
practices to ‘extremes’ e.g. test driven 
development (writing unit tests to fail 
and then writing the code to pass those 
tests), test early and test often and 
increased feedback (team feedback,  
code feedback and customer feedback)6.

AGILE MANIFESTO
In 2002, Thought Leaders in software 
engineering defined and signed the Agile 
Manifesto which favours: 

 • Individuals and interactions over  
processes and tools

 • Working software over comprehensive 
documentation

 • Customer collaboration over contract 
negotiation

 • Responding to change over following  
a plan7.

The Agile Manifesto does not specify a 
single methodology. It is a philosophy in 
the approach to development and as can 
be seen from above, many methodologies 
can be defined as Agile. While adherence 
to a single Agile methodology is rarely 
practiced, an Agile development process is 
often implemented by selecting the parts 
from a number of described methodologies. 
Furthermore, some of these methodologies 
are dynamic, they are ever changing as 
in-house groups and suppliers learn what 
works and adapt their Agile processes 
accordingly (note: the move to the right 
in Fig.1 reflects increased flexibility of the 
approaches). The key takeaway for the QA 
professional is that there is not a single 
Agile process to learn, the methodology 
used will most likely be unique to the IT 
program.

FIGURE 1. TIMELINE OF (SOME) SOFTWARE DEVELOPMENT METHODOLOGIES

Increased flexibility, principles and less documentation
Increased structure, formality and documentation

CHAOS

BESPOKE METHODOLOGY (MOST COMMON)

TIME

V-Model (1970s) Spiral (1986) DSDM (1994) XP (1996)

Waterfall (1970) SSADM (1970s) RAD (1991) SCRUM (1995)
Code & Fix (60s)

SEQUENTIAL | HIGH ASSURANCE |  
PLANNED | DETAILED DESIGN

ITERATIVE | INCREMENTAL | SELF ORGANISING | EMERGENT (Focus on Rapid Value)

Agile Manifesto (2002)
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AGILE COMPARED TO 
TRADITIONAL
Agile approaches are iterative, incremental, 
seek active user involvement, favour 
personnel knowledge over comprehensive 
documentation and focus on rapid 
feedback. Traditional methodologies have 
up front planning, predefined phases, 
detailed processes and comprehensive 
documentation8. The objective of Agile 
is rapid value whereas the objective of 
traditional is high assurance9. Software 
developers prefer the level of freedom 
provided by Agile and are sceptical of the 
benefits of comprehensive documentation.

As we have commented, it is rare to find an 
organisation that adheres to the letter of a 
methodology definition, perhaps reflecting 
the preferences of strong individuals within 
a development team or the demands of a 
project (if it is the former, the question must 
be asked as to what activities are diluted or 
omitted). The volume of methodologies 
available might hint that not one of them 
is a remedy to all the challenges facing 
computerised systems10.

There are many development methodologies 
for different software challenges.  
Each methodology pertains to overcome 
problems as seen by their originator.  
Agile activities are not new as they have been 
in use since the 1970s. For example, the 
use of daily stand up meetings (SCRUM) 
to plan tasks, track progress and identify 
impediments, was a feature of any project 
approach that was in fire-fighting mode, 
when delivery dates were at risk of not  
being met. Agile activities yield great 
benefits when utilised correctly, but this  
is true for all development activities.

When assessing the development 
approach implemented by a supplier, it is 
recommended that an understanding of the 
objectives of the approach is sought and 
to ascertain whether those objectives are 
compatible with business needs (e.g. if the 
requirements are volatile or whether they are 
rigid) and quality needs (e.g. the level, time 
and relevance of documentation produced). 
The successful supplier is likely to be the 
one who balances the strengths of both 
development paradigms to the benefit of 
their customers.

AN INTRODUCTION TO 
SOME KEY DEFINITIONS 
In Agile, the definition of ‘done’ is:

Agile Working Group: Each sprint starts 
with a kick-off meeting to discuss what is  
to be accomplished, namely what user  
stories will be coded and tested.  
The QA Professional must ensure that  
the definition of ‘done’ during the sprint 
includes adequate documentation.  
The adequate documentation expected is  
to ensure the sprints can recreate their work. 

Barry is a Principal Consultant for 
Empowerment Quality Engineering, 
focusing on Software Lifecycle (SLC) 
improvement and audits. He leads 
computer systems compliance and 
supplier audits globally. 
He has an MSc in Computing Systems 
and worked as a software engineer from 
1997, performing every role and working 
in every phase of the SLC, (traditional 
and Agile). He has used multiple 
programming and database technologies 
to write and test software: he has 
conducted complex, technical testing; 
from unit through to performance, 
security and disaster recovery within 
core network telephony systems. 
He moved into the regulated industry in 
2003 to take up management roles in 
CS QA, QC and validation. His process 
improvement activities resulted in risk 
based SLC systems, on time delivery and 
right first time validation.
His experiences provide a unique grasp 
of technical, quality and people problems 
associated with delivering robust and 
compliant software. 
He is a member of the DIGIT 
Committee and a member of the ISPE 
Data Integrity Project team.
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PROFILESThe type of documentation required and 
to stay in the mode of Agile methodology 
is to document the following: user stories, 
(design), commented coding, testing and 
tracing the testing to the user stories.  
Once the sprint is completed, the final 
close-out meeting should document what 
was successfully coded and tested what 
wasn’t and what was moved to a future 
sprint or discarded.

SCRUM: Software has been fully integrated, 
tested and documented and is potentially 
shippable.11

In this SCRUM methodology we also see 
the term Minimum Viable Product referred 
to, which allows you to test an idea by 
exposing an early version of the product to 
the target users and customers. This early 
product is only the start of the development 
process; it enables the collection of data 
and through user verification, provides 
a basis for the next development phase. 
Thus by agreeing what ‘done’ means is very 
important in deciding when to stop the 
iterative process.

DSDM: The Timebox (iteration/sprint) 
close-out session records formal acceptance 
of all the products delivered by the 
Timebox. It also determines the outcome 
of work that was initially planned for the 
Timebox but was not completed. Options 
are: consideration for the next Timebox; 
scheduled for some future Timebox or 
dropped from the project completely12.

ABOUT THE DIGIT AGILE 
WORKING GROUP 
The DIGIT Agile Working Group will 
provide articles that will seek to explain 
Agile activities, identify their strengths and 
weaknesses, provide analysis on some of the 
key challenges, (e.g. documentation) and 
provide advice on applying Agile within  
the regulated industry.
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TECHNICAL TOOLKIT
A POST INSPECTION TOOLKIT

F
or many of us, even with the 
best laid plans, inspections 
by any regulatory agency 
are an extremely daunting 
process as our underlying 

focus is the knowledge that findings over 
the course of an inspection can have 
significant consequences to our development 
programmes (current and future), global 
product acceptance, business and financial 
operations and public perception. 

Subsequently, managing inspections and 
remediation is one of the most challenging 
requirements across the pharmaceutical, 
biotech and device industries today.  
Many life sciences companies, from public 
and private, commercial and R&D-stage 
struggle with developing internal capabilities 
and infrastructure for proactively managing 
inspections and remediation of observations. 
Causative factors include resources to 
address outstanding issues amidst the 
complexity of developing products in a 
global environment, evolving regulations, 
lack of experience to fully evaluate 
contributing factors and inconsistent or 
limited standards for early and ongoing 
assessments for managing, identifying and 
addressing quality, risk and performance. 

THE INSPECTORS JUST 
LEFT… WHAT HAPPENS 
NOW?
CHANGE IN MINDSET
Responding to an inspection observation is 
often an emotionally-charged and complex 
process which presents dynamic challenges 
when managing operational requirements 
on a global level, across different time 
zones and work-stream cultures. In order 
to create a cohesive collaboration and team 
environment, take a proactive position and 
consider the inspection from a partnership 
perspective, a process of due diligence 
and utilise the opportunity as an unbiased 
third-party assessment of your company, 
systems, policies and personnel. This change 
in mindset will allow teams to openly assess 
and respond to observations in a manner 
that addresses both current and future state. 

The key is to address findings in a manner 
consistent with your company capabilities, 
not what you think the regulatory agency 
wants to hear. 

EVALUATE HOW YOU 
PREPARED FOR THE 
INSPECTION
Do you follow a prescribed inspection 
readiness programme (always planning/
always adapting) or do you conduct 
inspections in a ‘one off ’ manner? 
(regulatory agency A today, regulatory 
agency B tomorrow).

 • Do your systems and policies describe a 
holistic approach to inspection readiness 
across the company?

 • What is your culture of compliance?  
Is it recognisable to everyone? 

 • What did you define as risk before the 
inspection? 

  - What criteria did you use?

  - What assessments did you do? 

  - What tools/information did you use? 

  -  How did you define criticality and were 
you accurate in your assessments? 

The questions “did we do enough?” and 
“what could we do better?” and their 
subsequent assessments are crucial building 
blocks in forging a strategy to respond to 
observations in a manner that proactively 
addresses current and future state and 
foster’s continuous improvement. 
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TEAM DEVELOPMENT 
Team collaborations are derived from 
relationship equity, where ideas and 
innovations are shared equally and freely 
and project goals and responsibilities are 
clearly defined. However, change is often 
difficult. As humans, we like what we know. 
We feel comfortable with how we do things 
today. When the expectation shifts and 
change unfolds in the business landscape, 
it can be alarming. Post inspection, it is 
not uncommon to have little success in 
initiating change, developing standards and 
improving quality. Process improvement 
efforts are often met with resistance and 
lack of ownership, resulting in misaligned 
operational structure and unclear 
communication channels in which teamwork 
often suffers, as functions lack cohesion and 
shared objectives. Infrastructure and process 
development focus is often short sighted 
and does not really address the root cause, 
resulting in sub-optimally implemented 
responses to findings. 

One strategy in remediation efforts is to 
foster an atmosphere of quality throughout 
the organisation and encourage team 
collaboration. This model allows all levels 
of an organisation to better understand the 
nature of an inspection and the processes 
around evaluating and responding to 
inspection findings. This collaborative effect 
creates a cyclical flow of information with 
dissemination of information down through 

management, to those managing day to 
day operations and then back up, further 
reducing ambiguity and risk. 

 • Bring functional leaders and work 
streams together to develop a baseline 
understanding of shared processes and 
concepts within the organisation

 • Assist management in identifying  
the key issues which are inhibiting  
performance, decreasing transparency 
and creating risk 

 • Utilising cross functional team input in 
conjunction with management enables 
leadership to align on areas of concern, 
prioritise strategies to address them and 
use best practices.

The end result is a list of prioritised  
projects with leadership support across  
the organisation.

DEVELOP A REMEDIATION 
PLAY BOOK 
Responding to findings requires an effective 
action plan and verification of root cause  
to assess whether the observations identified 
were a single occurrence or the result of 
a larger systematic problem requiring 
a potential change to processes and 
procedures. In order to effectively respond, 
you need to be able to read between the 
lines, break down long observations into 
smaller parts and address findings, point  
by point. 

To develop a strategy that helps you best 
identify and understand key challenges and 
accomplish the goals you set, you must first 
outline what you need your stakeholders 
and work streams to do. Part of this 
challenge is determining high-level needs 
versus wants, timelines for completion  
and outlining measurements of success.  
There is a need to identify who will be 
involved and what responsibilities they will 
have, what in-house expertise and resources 
for managing the project you have and  
any outside resources you may need.  
You will need to identify the core 
competencies that you have and those that 
need to be developed to adequately manage 
and oversee the development of responses.  
Once you have these areas identified, you 
need to determine how stakeholders and 
cross-functional team members will interact. 
What is the scope of the relationship 
between teams? How will the project be 
driven, who will lead, support, test and 
oversee the project and how and when they 
will interact. These questions are crucial to 
answer as you identify and evaluate vendor 
alliances so you can start to build a more 
effective partnership and understand where 
gaps in outsourced projects may lie.

Building a remediation response timeline 
(Fig. 1) requires you to set realistic 
expectations for meeting commitments, an 
assessment of current state, future plans and 
evidence that corrections are occurring.

FIGURE 1. BUILDING A REMEDIATION RESPONSE TIMELINE

DEFINE ISSUES
In order to ready the organisation 
to deliver on long-term compliance 
related goals, short-term remediation 
efforts must take place across global, 
regional and local stakeholders.

IDENTIFY TEAMS AND WORK 
STREAMS
Project management oversight is 
required to help drive execution  
(e.g. ensure that key milestones are 
met, issues/risks are communicated  
to the appropriate stakeholders) 
already allocated internal resources  
to execute against these tasks.

MANAGE PROGRESS

DEFINE REQUIREMENTS
Identify issues requiring immediate 
remediation. Address backlogs in  
critical compliance-related processes.

KEY ACTIVITIES
Build and maintain project plans 
relating to specific remediation  
work streams:   

•   Track and monitor key milestones
•   Gather key project related  

data and report progress for  
socialisation with sr. leadership

•   Track issues/risks and raise to  
appropriate sr. leaders/ 
Management

Define longer term remediation 
efforts and timelines.

MANAGE PROGRESS

DEFINE REQUIREMENTS
To avoid future audits and, more  
importantly, provide a platform for 
growth across the globe, identify  
global, regional and local capabilities  
that need to be identified. 

This includes design of key processes, 
structure of regional and local  
organisations and recruiting and  
hiring new employees.

DEFINE TIMELINES 
Example: while dependent upon the 
results of Phase II, this phase of work  
will occur over a five year period. 

MANAGE PROGRESS

DEFINE REQUIREMENTS
Once foundational requirements  
are in place, sponsor must establish  
and leverage mechanisms to enable  
continuous improvement across  
the organisation. 

MANAGE PROGRESS

PHASE I  
UNDERSTAND  
THE GAPS AND 
SET DIRECTION

PHASE II  
STABILISE THE 

CURRENT STATE

PHASE III  
BUILD FOR  

FUTURE GROWTH

PHASE IV  
OPTIMISE  

PERFORMANCE
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 • Focus on goals (adjust the details and 
adapt frequently)

 • Ensure clear priorities

  -  Make sure the most important  
(highest ROI) things get done first

 • Define tasks and assign deliverables 

  - Measure progress 

  -  Ensure complete visibility into progress 
and issues

 • Evaluate resources

  - In-house vs. consultants/SME

  -  Identify work streams and supporting 
personnel

  - Identifying oversight/levels needed

  -  Ability to balance workload (daily tasks 
vs. remediation support)

 • Transparency and communication

  -  Ensure all people involved are  
completely informed and unified in  
a set plan and goal (this means  
communication across all levels)

 • Ensure appropriate hand off during  
transition periods or changes in  
personnel to minimise risk and rework. 

Remediation report summaries (Fig. 2) 
should be routinely shared across work 
streams and with upper management to 
ensure timeliness of completion. The report 
summary should be based on your CAPA 
work stream. The CAPA work stream  
(Fig. 3) is designed to endorse transparency 
and visibility, document accountability 
and monitor progress to identify potential 
areas of risk or delay in your remediation 
response.

IN CONCLUSION
Ultimately, the best way to survive any 
inspection, regardless of regulatory 
authority, is to always be ready for it.  
As part of any inspection readiness 
programme, using risk assessments,  
quality gates and training at multiple 
points in time across the lifecycle of the 
programme and ensure all employees  
are aware of inspection procedures, what 
items to have ready during an inspection 
and how to interact with inspectors. 

Continuously improving and applying  
risk management solutions to the 
development of inspection readiness 
standards will improve transparency and 
communications within teams and ensure 
relevant operational and quality objectives 
are met.

CHRIS SEIFARTH  
DIRECTOR, CLIENT SOLUTIONS, 
PHLEXGLOBAL LTD

FIGURE 3. CAPA WORK STREAM

FINDING # CATEGORY FINDING  
SUMMARY  

DESCRIPTION

DELIVERABLE 
COMMITMENT

ACTION  
DUE DATE

MODIFICATION 
DATE

Report summaries should include:
  •  Executive Summary
  •  Completed CAPAs
  •  Open CAPAs 
  •  Delayed CAPAs (Overdue)

Organise an internal  
response team to  
determine baseline. 
Evaluate existing  
practices and SOPs  
against findings.

Identify a project  
team with defined  
responsibilities to  
develop and map out  
a response process. 

Review process to  
determine how findings 
and processes will be  
managed, including  
how action items will be 
assigned and who will 
monitor the actions’ 
progress and closure.

Once the CAPAs are 
open, there must be  
true root cause analysis.  
Actions should be  
coordinated in an  
integrated fashion  
and timely manner.  
It’s important to  
determine whether  
preventive actions  
are needed as a result  
of corrective actions  
being taken. 

Create visually  
compelling and 
easy-to-understand 
project plans detailing 
key milestones related  
to remediation 
activities. 
Develop additional  
communication  
materials to educate  
key stakeholders in 
response to findings. 

Once you have your leadership team in place, break down  
the warning letter issues into multiple projects and use your  
corrective and preventive action (CAPA) system to manage  
each individually through to closure.

Inspectors want to see that you have a CAPA/Quality System  
in place and that it is effective and functioning well.

ANALYSE
DESIGN

ASSESS

VISUALISE

COMMUNICATE

1 2
3

4

5

Process Approach

Project Management

FIGURE 2. REMEDIATION STATUS UPDATE REPORTS
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The RQA prides itself on its ability to offer a wide range of 
professional development solutions, available to a wide range 
of members and non-members alike. This article looks at what 
development solutions we have to offer.

RQA LEARNING 
PRODUCTS

eLEARNING
eLearning is an ideal way to learn about a 
topic in your own environment. Whether that 
be a desktop PC at your office, a laptop  
at home or your mobile phone/tablet 
wherever you are in the world. The courses 
have been written and designed in a way to 
provide an awareness of legislation (including 
links to further reading), current practice and 
highlighting key topics. All courses are made 
up of smaller modules, making it easy to 
complete either in one or multiple sessions. 
All courses have elements of interaction 
contained within them, including regular 
knowledge checks throughout the course 
to ensure the information is learned along 
the way. There is easy access to specific 
pages within the courses for any pieces of 
information that need re-reading. 
As with our face to face courses, the authors 
have many years of experience in the 
chosen area and in many cases, the courses 
have been written as an introduction to a 
topic. All courses include lifetime access 
with an assessment that is certificated for 
a maximum of one year upon successful 
completion. 

WEBCASTS
Webcasts are similar to eLearning in the 
respect that the learning happens exclusively 
on an electronic device. All our webcasts are 
available to view on all devices. The difference 
between eLearning and webcasts is that the 
transmission of information is all one way and 
does not allow the audience to interact with 
the presentation or presenter. Webcasts are 
a fantastic way to view a presentation from 
anywhere in the world.
In some cases, webcasts are designed 
and recorded to meet a specific need or 
regulation – for example, our recent webcast 
on the recent changes to ICH E6 was 
designed and delivered in good time, enabling 
us to have a bitesize piece of learning 
available at the right time for anyone to 
access, wherever they are in the world, at a 
time that suits them.
The vast majority of our webcasts are now 
free to members through the Members 
Area of the RQA website. These webcasts 
have been either produced specifically on an 
individual topic or are presentations designed 
and recorded live at an RQA Forum or as 
part of the Annual Conference.

FACE TO FACE 
COURSES
Our face to face courses have been provided 
for over 28 years. We are constantly updating 
and refreshing current courses to keep in 
touch with practices and regulations in real 
time and looking to provide new courses to 
cover new topics and areas that are trending 
in the GxPs. With the help of two new 
Course Principals and their Tutors, we were 
able to produce two brand new courses in 
2016, with plans underway to add at least 
two new course titles in 2017, both being 
developed by first time Course Principals. 
All our courses have been designed in 
response to the requirements of industry, by 
tutors who have vast experience of current 
international practices and how to apply them 
appropriately in the workplace. This ensures 
that all delegates will be able to return to 
their workplace and make an immediate 
impact. The vast majority of our courses also 
provide electronic material, meaning that 
delegates have the choice of printed material 
or the ability to upload the material to their 
device – ideal for our ever growing number of 
international delegates.
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SEMINARS
Seminars are generally one-off events held 
in response to specific current issues and 
hot topics. Seminars contain presentations, 
discussion, workshops and Q&A sessions, 
as well as ample opportunity to network 
throughout the day.

WEBINARS
A webinar is the closest thing the RQA has 
to offering to a virtual course. This is because 
a webinar is a session that is transmitted live 
over the internet and is available to anyone, 
anywhere at that time. Webinars utilise 
video conferencing technology to be able to 
deliver presentations, videos and documents 
in real time to the delegates. Webinars also 
offer a unique opportunity for discussion 
and polling throughout the session, as well 
as a question and answer session at the 
conclusion to ensure that delegates can  
leave the session with a clear understanding 
of the topic.
All our webinars are also recorded and are  
offered free to attendees or to purchase for 
anyone who could not attend the original  
session. These recordings can be viewed on 
mobile devices.

REGIONAL FORUMS
The RQA recognises the need to have local 
events in a region which has a number of 
members. Our Regional Forums are part 
knowledge sharing, part networking events 
for members and non-members alike in a 
unique geographical area. The forums are  
an excellent place to hear and discuss  
GxP updates, as well as presentations on  
hot topics.

THE FUTURE
We are indebted to all the various tutors, 
presenters and authors for their work in 
producing such a wide variety of learning 
content for members and non-members alike. 
If you would like to be involved in working 
with us to create a new piece of learning, 
please sign up for the volunteer programme 
(www.therqa.com/volunteer) so we can get in 
touch with you to discuss further.

For more information on all our learning products, 
visit our website www.therqa.com

VOLUNTEER  
PROGRAMME
The RQA office continues to  
receive Volunteer Programme  
registrations from willing volunteers. 
New opportunities have recently 
been added to the dedicated  
Volunteer Programme area of the 
RQA website. If you’re interested in 
supporting the RQA, please go to the 
Members Area, click the Volunteer 
Programme button and register.

RQA EMPLOYMENT 
SURVEY
The RQA Employment Survey  
2017 was launched to the RQA  
members on 1st March. The survey  
is an opportunity for the RQA and its  
members to better understand  
the nature of the industry and  
profession that RQA members  
work in and, over time, to better 
understand trends and shifts in  
key employment metrics.

A FREE Executive Report  
summarising the key findings of  
this survey will be accessible to  
all RQA members.

FREE
EXECUTIVE  

REPORT
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KEEPING YOU POSTED
REGULATIONS AND GUIDELINES

ANIMAL HEALTH
EMA COMMITTEE FOR MEDICAL PRODUCTS 
FOR VETERINARY USE (CVMP) VETERINARY 
SCIENTIFIC GUIDELINES UPDATE 

DRAFT SCIENTIFIC GUIDELINES
 • Concept paper for the revision of the guideline on veterinary  

medicinal products for fluid therapy in case of diarrhoea,  
reference EMA/CVMP/EWP/707299/2015. Consultation  
ended 31st March 2017

 • Concept paper on the revision of the guideline for veterinary 
medicinal products for zootechnical purposes, reference  
EMA/CVMP/EWP/707573/2015. Consultation ended  
31st March 2017.

APPROVED SCIENTIFIC GUIDELINES FOR 
ADOPTION
 • Guideline on efficacy and target animal safety data requirements 

for veterinary medicinal products intended for minor use or 
minor species (MUMS)/limited market, reference EMA/CVMP/
EWP/117899/2004–Rev.1, approval date 3rd January 2017. 
Date for coming into effect 1st July 2017

 • Guideline on quality data requirements for veterinary medicinal 
products intended for minor use or minor species (MUMS)/ 
limited market, reference EMA/CVMP/QWP/128710/2004-
Rev.1, approval date 3rd January 2017. Date for coming into 
effect 1st July 2017

 • Guideline on safety and residue data requirements for  
pharmaceutical veterinary medicinal products intended for  
minor use or minor species (MUMS)/limited market, reference 
EMA/CVMP/SWP/66781/2005–Rev.1, approval date 3rd  
January 2017. Date for coming into effect 1st July 2017

 • Guideline on the conduct of efficacy studies for intramammary 
products for use in cattle, reference EMA/CVMP/344/ 
1999-Rev.2 26th January 2017. Date of coming into effect  
1st August 2017.

VICH GUIDELINES
VICH Guideline GL54, Safety: Acute Reference Dose (ARfD) 
Studies to Evaluate the Safety of Residues of Veterinary Drugs in 
Human Food: General Approach to Establish an Acute Reference 
Dose (ARfD) Safety. Coming into effect November 2017.

GCP 
MHRA
In January 2017, the MHRA added a new spreadsheet for GCP 
inspection dossiers for clinical trials.  
www.gov.uk/guidance/good-clinical-practice-for-clinical-trials 

EMA
Effective from 21st December 2016 onwards, the EMA published 
an external guidance on the implementation EMA policy on the 
publication of clinical data for medicinal products for human use: 
www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_
procedural_guideline/2016/12/WC500218567.pdf

The major changes are summarised and can be accessed via this link: 
www.ema.europa.eu/docs/en_GB/document_library/Regulatory_and_
procedural_guideline/2016/12/WC500218566.pdf

ICH
ICH held a consultation period in January – March 2017 on 
proposals to ‘renovate’ its guidelines, E8 General Considerations  
for Clinical Trials and E6 Guideline for Good Clinical Practice.  
The proposed approach was to bring E8 in line with current 
methods of trial design and set out basic elements that are  
critical to quality. Part of the rationale for the E6 revision  
would then be to bring the content further up to date and  
develop the critical-to-quality principles from E8 in detail for 
specific trial types. 

FDA
The US Department of Health and Human Services (HHS) 
and 15 other Federal departments and agencies have announced 
revisions to modernise, strengthen and make more effective the 
Federal Policy for the Protection of Human Subjects that was 
originally promulgated as a Common Rule in 1991. This final rule 
is intended to better protect human subjects involved in research, 
while facilitating valuable research and reducing burden, delay and 
ambiguity for investigators.

These revisions are an effort to modernise, simplify and enhance the 
current system of oversight.

The final rule was put on public display on 18th January 2017,  
by the Office of the Federal Register and can be accessed at:  
www.federalregister.gov/documents/2017/01/19/2017-01058/ 
federal-policy-for-protection-of-human-subjects 

HHS released a press release about the final rule that can be accessed 
at: www.hhs.gov/about/news/2017/01/18/final-rule-enhances- 
protections-research-participants-modernizes-oversight-system.html
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Also in December 2016, the Food and Drug Administration (FDA) 
and Office for Human Research Protections (OHRP) published 
final guidance aimed at providing answers to commonly asked 
questions about using electronic systems and processes that may 
employ multiple electronic media to obtain informed consent for 
both HHS-regulated human subject research and FDA-regulated 
clinical investigations of medical products, including human drug 
and biological products, medical devices and combinations thereof. 
This guidance finalises the draft guidance entitled ‘Use of Electronic 
Informed Consent in Clinical Investigations – Questions and 
Answers’ issued in March 2015. The final guidance was developed 
in collaboration with the FDA and OHRP and is issued as a joint 
final guidance.

Final Guidance for Industry: www.fda.gov/downloads/Drugs/ 
GuidanceComplianceRegulatoryInformation/Guidances/UCM436811.
pdf?source=govdelivery&utm_medium=email&utm_source=govdelivery 

Federal Register Notice: www.gpo.gov/fdsys/pkg/FR-2016-12-15/
pdf/2016-30146.pdf 

GCP Q&A
Are IP Import Licenses and IP Import Applications for a 
Clinical Trial Considered to be ‘Essential Documents’ for GCP 
Inspections?

QUESTION: I am looking for your guidance/opinion as to 
whether or not IP Import Licences and IP Import Applications 
for a clinical trial are considered to be ‘Essential Documents’ for 
GCP inspections. The extent to which GCP mentions import 
licences is very limited. There are a few references, which provide 
argument as to whether these documents are GCP or GMP required 
documents. I understand the common caveat that is built into some 
regulations which states that any document which is required for 
the reconstruction of the trial needs to be maintained in the Trial 
Master File (TMF), regardless of whether it is on the ICH essential 
document list or not. That said, are these very specific documents 
required to be included in the TMF for GCP inspections or are they 
expected to be available for GMP inspections?

GCP COMMITTEE RESPONSE: Investigational Product (IP) 
import Licences and IP Import Applications for clinical trials are 
governed following a very stringent GMP Qualified Person (QP) 
release process in the EU and is reviewed as part of the routine GMP 
inspections. GCP regulatory standards and guidance are not specific 
regarding the filing of IP Import Licences and Import Applications 
in the TMF. Indeed, these documents are not listed as Essential 
Documents in ICH GCP Section 8 (Essential Documents for the 
Conduct of a Clinical Trial). However, the MHRA Grey Guide gives 
a caveat (section 10.3.1 Essential Documents) that any document 
needed to reconstruct the trial should be retained in the TMF and 
that ICH GCP E6 section 8 is not an exhaustive list of Essential 
Documents for the conduct of clinical trials.

Therefore, it can be argued that as long as the documents can be 
made available during GCP inspections to demonstrate that the trial 
can be reconstructed, it does not matter if they reside in the clinical 
trial TMF or that their location is referenced in the TMF.

‘Investigational Product (IP) 
import Licences and IP Import 
Applications for clinical trials are 
governed following a very  
stringent GMP Qualified Person 
(QP) release process in the EU 
and is reviewed as part of the  
routine GMP inspections.’

REGULATIONS
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Encore QAC Consultancy Pte. Ltd. is 
strategically located in Singapore to 
provide quality assurance services, 
compliance services, training services and 
cutomised services required by the clients. 

The consultant has a proficient knowledge 
and a diverse experience in quality 
assurance and clinical operations in the 
industry. Also, the consultant is familiar 
with the local healthcare systems, the 
local regulatory frameworks and the local 
languages within the Asia Pacific region.

  Audits (such as clinical investigator site audit, 
vendor audit, process/system audit, trial 
master file audit, vendor pre-qualification 
assessment, institutional review board audit, 
medical devices audit and support audit)

  In-house compound quality assurance services 

  Pre-inspection preparation

  Standard Operating Procedure development/
review

  Compliance services (such as preparation of  
in-house compliance visit and accompanied  
field visit/co-monitoring visit)

  Training 

  Customised services required by the clients 

 

E. encore_pc@qac.com.sg T. (65) 9178 2579 
Encore QAC Consultancy Pte. Ltd.

QAC
QQQ
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For full details of Courses, Seminars and Regional Forums, see the RQA website www.therqa.com, where all events can be booked online.

PROFESSIONAL DEVELOPMENT COURSES REGIONAL FORUMS SEMINARS

GLOBAL QA CONFERENCE
1-3 NOVEMBER 2017
EDINBURGH INTERNATIONAL  
CONFERENCE CENTRE

25-26 Research Quality Assurance for Good 
Laboratory Practice 
Cambridge, UK

3 ICH E6 R2 Final Update
Heathrow, UK

9-10 Practical Application of QRM Tools 
and Techniques
Cambridge, UK

9-11 Systems Approach to Good 
Pharmacovigilance Practice
Cambridge, UK

9-10 Practical Approach to Auditing 
Systems and Processes
Cambridge, UK

16-17 Good Laboratory Practice for Study 
Directors, Principal Investigators, 
Study Staff and Management
Cambridge, UK

MAY

11 Anglia Regional Forum 
Newmarket, UK

18 West and Wales Regional Forum
Basingstoke, UK
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