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editorial
New regulations for the
practice of pharmacy

There has been surprisingly little
publicity marking the
implementation of the EU
Falsification of Medicines
Directive on 9 February 2019.
Most prescription medicines and
some over-the-counter medicines
for human use supplied in the
European Union are now required
to have a unique identifier (a twodimension barcode) and an antitampering device on their outer
packaging. The anti-tampering
device is a safety feature that shows whether the
packaging has been opened or altered since it
left the manufacturer, thereby ensuring that the
content of the packaging is authentic.
These safety features will help protect
European citizens against the threat of falsified
medicines, which may contain ingredients,
including active ingredients, which are of low
quality or in the wrong dosage and could
potentially put patients' health at risk. The
unique identifier and the anti-tampering device
on the packaging of the medicines will
guarantee medicine authenticity for the benefit
of patients and will strengthen the security of the
medicine supply chain, from manufacturers to
distributors to pharmacies and to hospitals.
These new measures will provide heightened
awareness of drug safety as compliance with new
pharmacovigilance regulations will be required,
and increased surveillance should be able to
identify falsified and adulterated medicines in
our national supply chains. We feature two
articles in this issue that provide further details
on pharmacovigilance generally and packaging
and the falsified medicines directive.

Readers will have noticed the
bright and colourful front cover
design of this issue. The cover
and accompanying article
illustrate the rising importance
of interdependent relationships
in healthcare and the natural
ecosystem. This in turn will lead
to better integrative medicine
development within the
pharmaceutical industries and
the relevant healthcare providers
(e.g. community pharmacy,
hospital pharmacy) to the benefit
of patients.
With the increasing global
circulation of Industrial Pharmacy this issue also
provides an outline for a new International
Diploma course in “Good Pharmacy Practice.”
This is in recognition of the World Health
Organisation/ International Pharmaceutical
Federation request that all national pharmaceutical
organisations should focus their attention on
ensuring pharmacists provide quality of service,
effective medicines and contribute to the
effectiveness of the healthcare system in the
community and hospital pharmacies.
Any national pharmaceutical organisations or
pharmacists wishing to learn more of these new
courses are welcome to contact me for further
details of these International diploma courses on
“Good Pharmacy Practice”. We also welcome
queries from readers on any aspects of our
articles. Please send in any questions and we will
be happy to answer these in future issues.

John Jolley

CALL FOR ARTICLES
Dear Colleague
We hope you enjoy Industrial Pharmacy and find it both useful and informative. We are currently
seeking new articles for future issues of the journal and would like to invite you to contribute an article
or review paper on any aspect of industrial pharmacy to the journal. We are also pleased to receive
letters on any aspect of pharmacy or with respect to any article published in the journal. All issues of
Industrial Pharmacy are indexed by both Scopus and Embase and thus are available through the
listings for all other pharmacist internationally.
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PHARMACOVIGILANCE:
KEEPING A WATCHFUL EYE
ON SAFETY
by Bruce Hugman

S

ince 1978 the Uppsala Monitoring Centre (UMC) in
Sweden has been responsible for keeping a
vigilant eye on the safety of medicines worldwide and
building a global pharmacovigilance network. As the
scope of pharmacovigilance expands there are
increasing challenges for all stakeholders committed
to the safety of patients. This article tells the story
and outlines some of the tasks ahead.
Bruce Hugman has been UMC’s communications consultant since 1995. He is the
author of UMC’s crisis management manual, Expecting the Worst; Healthcare
Communication (Pharmaceutical Press), as well as many journal articles and chapters
in edited volumes on patient safety, risk communication and healthcare
communication skills.
To get in touch with UMC use one of the following methods:
All enquiries: info@who-umc.org; Website: www.who-umc.org
Facebook: Facebook.com/UppsalaMonitoringCentre
Twitter: Twitter.com/UMCGlobalSafety
LinkedIn: Linkedin.com/company/uppsalamonitoringcentre
YouTube: YouTube.com/UppsalaMonitoringCentre

Small beginnings and big
ambitions

In the tragic days when thalidomide
was causing birth defects in newborns in several countries of the
world, national medicines regulation
was in its early stages of
development, pharmacovigilance
was in its infancy and there was no
international system for monitoring
adverse effects across the world.
The WHO Programme for
International Drug Monitoring was
established in 1968 as a global
response to the thalidomide tragedy.
The purpose was to collect
information about the adverse effects
of medicines from as many sources
as possible, to ensure that the first
signs of possible danger from
medicines would not be missed.
UMC was established as a WHO
Collaborating Centre, in 1978, to
support this international effort and
to develop and spread the practice
of pharmacovigilance (see Table 1).
Since its beginnings, UMC has
expanded its staff (from three to over
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a hundred) and has become a major
source of spreading
pharmacovigilance awareness to
most countries in the world. In many
of these countries, systems for

monitoring the safety and use of
medicines are active and well
established. UMC continues to play
a significant role in the birth and
development of these systems and
provides support with a range of
resources. Its research team makes a
major contribution to the
development of theory and practice,
and has led the world in the
methodology of the science. In
addition, UMC’s WHODrug Global,
together with a portfolio of tools
and services, provide major
reference and other resources for
research organisations and the
worldwide pharmaceutical industry
(see Table 2).
Pharmacovigilance

Pharmacovigilance is ‘the science
and activities relating to the
detection, assessment,
understanding and prevention of
adverse effects or any other possible
drug-related problems’. [WHO 2002]
In its early days, from the time of
the 1960s thalidomide disaster,
pharmacovigilance was associated
more or less exclusively with the
safety of medicinal products,
monitored through spontaneous
reporting. The core concerns of
contemporary pharmacovigilance
have widened and now include:

Table 1: Key facts about UMC and the WHO Programme for International Drug
Monitoring

•

UMC is an independent non-profit foundation and centre for international service
and scientific research and one of the WHO Collaborating Centres

•

More than 18 million reports of suspected adverse effects of medicines are held in
VigiBase, the WHO International database of individual case safety reports (ICSRs),
collected over fifty years

•
•

•

VigiAccess provides public access to summaries of statistical data about the
reports in VigiBase

More than 130 countries submit reports of adverse effects to VigiBase in Uppsala

•
•

•

UMC regularly scans the international data for signals of suspected problems
and communicates them to member countries and WHO (see section below,
Signals)

The principal sources of these reports are health professionals, industry and
patients (the latter a growing, but still small percentage of the total)
The proportion of reports from low- and middle-income countries is low
(currently 13%) but increasing

UMC provides data, reference, consultative and training resources to medicines
agencies, health professionals, researchers and to the pharmaceutical industry all
over the world.
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Table 2: Key UMC Products and Services

•

WHODrug Global is the most comprehensive and widely used drug reference
dictionary in the world; it is recommended by the US and Japanese medical
agencies, amongst others

•

UMC also provides WHODrug Standardised Drug Groupings (SDGs), WHODrug
Insight (browsing tool), WHODrug Change Analysis Tool (CAT) and WHODrug
Change Request services

•

VigiFlow is a data management system developed by UMC for recording,
processing and sharing reports of adverse effects, currently used by 84 member
countries of the WHO Programme

•

There is also an eReporting module for VigiFlow that allows national
pharmacovigilance centres to capture ICSRs directly from patients and
healthcare professionals

• traditional (herbal) medicines
• vaccines
• SFs (substandard and falsified)
products
• medication error
More recently, arguments have been
put forward that the scope of
pharmacovigilance should be
widened further to include all
therapeutic interventions1. The
publication of The Implant Files in
November 2018 (at
https://www.icij.org/investigations/i
mplant-files/) demonstrates the
urgent need for both stringent
regulation and systematic safety
monitoring for medical devices.
The quality of therapy has also
become an important issue. This
includes safer use of medicines (a
broader concern than the intrinsic
safety of the physical properties of
medicinal products); patients’
opinions and experiences of both
beneficial and harmful treatment;
and quality of life issues.
Spontaneous reporting, even with
its enduring problems of underreporting and the absence of
denominators, remains at the heart
of modern pharmacovigilance, but
data generated by other methods,
such as electronic health records
and patient generated data, are
growing in importance. UMC is a
research leader in these fields, with
related tools and services available
or under development.
General health and medicines
vigilance needs to be embedded in

the life of health providers and all
related organisations. This implies a
constant state of watchfulness to
recognise when things are going
wrong, to take action to solve
immediate problems, and to share
information about the causes of
harm to influence future policy and
practice. The essential work of
vigilance involves:

continued

• pharmaceutical companies
• research organisations and
academia
• public health programmes
• hospitals
• pharmacies
• general practice
• all health workers and providers
• patients
The WHO Programme

The WHO Programme is a network
of most of the countries of the world
that have an active
pharmacovigilance system at some
level of development. The founding
intention was that member countries
would share and pool their data on
suspected adverse drug reactions
(ADRs) so that signals of problems,
that might not be evident from the
data of a single country, could be
identified as early as possible. UMC
has no regulatory mandate, but

Figure: A simplified overview of the local and global pharmacovigilance
systems.
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Research and development

Table 3: Key definitions in pharmacovigilance
Adverse drug reaction (ADR): A harmful effect suspected to be caused by a drug. This
term has been used quite loosely to include all kinds of adverse events, many of which
are not ‘reactions’ in the strict sense at all and have not been subject to any
assessment of causality. The term is properly reserved for late-stage analysis when the
association between a medicine and an adverse effect has moved beyond
'unmeasurable' or 'uncertain'.
Signal: There are several definitions of Signal, but in essence, a signal is an alert about
a possible problem; a hypothesis about a risk with a medicine, with various levels of
evidence and arguments to support it. In addition to detecting previously unknown
risks with medicines, signal detection should aim to find and communicate any
important and relevant information that adds to previous safety knowledge about a
medicine, including also risk factors/at risk groups, details of severity, time at risk, and
duration of adverse effects.
A full glossary of terms can be found on UMC’s website at: https://www.whoumc.org/global-pharmacovigilance/global-pharmacovigilance/glossary/

provides countries with scientific
analyses based on the international
data, which may prompt regulatory
or administrative action by national
medicines agencies. Member
countries engage in an active
communication and collaboration
and also meet annually to share the
latest developments and
knowledge.

2.
3.

4.

Signals

Signals represent an alert about a
suspected problem and are at the
heart of the benefits of
pharmacovigilance. In the last year,
UMC communicated 16 signals to
member countries in the WHO
Programme, including some related
to risk groups and systematic
medication errors, some of which
may have prompted action by
national agencies and led to
labelling changes. Most UMC
signals are available to the public
through the WHO Pharmaceuticals
Newsletter2. A library of the 93
signals published since 2012 can be
found on the UMC website.3 Details
of some signals work is published by
UMC staff in professional journals
such as Drug Safety,
Pharmacoepidemiology and Drug
Safety and the British Journal of
Clinical Pharmacology. Examples of
recent signal detection work:

1. Desogestrel and severe
psychiatric disorders: panic
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continued

5.

attack, suicidal ideation and
self-injurious behaviour
Edoxaban – incorrect dose
administered
Natalizumab and rapidly
evolving central nervous
system lymphoma
Unexpectedly high fatality rate
in globally collected
spontaneous reports of
progressive multifocal
leukoencephalopathy with
Alemtuzamab
Interaction between
Rosuvastatin and Ticagrelor
resulting in rhabdomyolysis

Some of these were the subjects of
posters presented at professional
meetings in various parts of the
world. (A range of UMC’s scientific
and communications posters can be
found at: bil.ly/umc-posters). The
library of UMC publications in
journals can be found at:
https://www.who-umc.org/researchscientific-development/scientificpublications/scientific-publicationslibrary/

The UMC research team, at the
heart of signal detection work, and
which has won international
recognition, has extended the
boundaries of knowledge in several
fields, most notably in
disproportionality analysis, scanning
and analysis of large databases, and
identifying risks in the search for
signals of potential harm from
medicines. The research team has
been developing tools for free-text
analysis, with the intention of
maximizing the utility of descriptive
text, such as the narratives
sometimes provided on ADR reports
and in social media. This is
particularly important as the focus
turns to patients’ own reports, where
narrative often provides rich and
significant information.
Here is a select list of other recent
projects by the scientists at UMC:

1. A method for de-identifying
(anonymizing) case narratives
– to overcome privacy issues
in relation to the use of
observational data
2. Identifying signals related to
variations in risk between
different sub-groups of
patients or to new suspected
ADRs uncovered when subgroups were considered
separately (e.g. sex differences)
3. A pilot study of the possibility
to detect systematic
medication errors in VigiBase
UMC also carries out research and
development in data management,
information technology, and
pharmaceutical informatics including
the WHODrug dictionaries.
UMC’s expertise is often engaged
in international collaborations, such

Table 4: UMC’s vision and mission
Vision: a world where all patients and health professionals make wise therapeutic
decisions in the use of medicines
Mission: to support and promote patient safety through effective and global
pharmacovigilance

european INDUSTRIAL PHARMACY February/March 2019

• Issue 39

PHARMACOVIGILANCE: KEEPING A WATCHFUL EYE ON SAFETY

Table 5: Innovative approaches
Take&Tell6 is a novel approach developed by UMC for the countries in the WHO
Programme to encourage patients to report problems to their health professionals,
with a memorable song and video, already translated into several languages. The
Annie and Mac comics7 engage children in the campaign to detect fake medicines and
to be wise about the use of antibiotics. These have been piloted, and they will soon be
available for translation by enthusiasts in any country of the world. UMC has an active
social media presence on Facebook and Twitter as well as a YouTube channel.

as the EU-funded WEB-RADR
project4 which set out to ‘improve
pharmacovigilance through new
technology’, especially to explore
the usefulness of mobile apps for
patient reporting and the broader
potential of social media for
medicines safety surveillance. UMC
collaborates closely with the WHO
Collaborating Centres in the
Netherlands, Morocco and India,
and carries out joint research
projects in partnership with
medicines agencies.
Communication

For a quarter of a century now, UMC
has been promoting the central part
that effective communications must
play in pharmacovigilance and the
safety of patients. UMC was a
leading player in the creation of the
Erice Declaration,5 which provided a
vision of vigorous, open, ethical,
patient-centred communications in
drug safety that the world had then
yet to achieve, and still has far to
go. The short document is dense
with challenges for everyone in the
field and is still widely cited. Here is
the first of the Declaration’s
assertions:
Drug safety information must
serve the health of the public. Such
information should be ethically and
effectively communicated in terms
of both content and method. Facts,
hypotheses and conclusions should
be distinguished, uncertainty
acknowledged, and information
provided in ways that meet both
general and individual needs.
Since those days, UMC has
continued to campaign, through

advocacy, teaching and writing, for
more creative and effective
communication, for improved
understanding of patient
preferences and needs, for greater
clarity and transparency in all
aspects of medicines information,
and for processes that give patients
the best information and tools to
empower them at the heart of
decision-making.
Training

There is a well-received UMC
training course for staff from
member countries and industry that
has been run for many years.
Participants from around twenty-five
countries gather in Uppsala every
year for two weeks to learn about
the basics of pharmacovigilance,
signal detection, causality
assessment, epidemiological
methods, communications and
much more. Annual training courses
are held in Latin America, in
collaboration with the International
Society of Pharmacovigilance (ISoP),
and in India, with the JSS University
in Mysore (from 2019 hosted by the
Pharmacovigilance Programme of
India (PvPI) in Ghaziabad). There is a
UMC YouTube channel which hosts
much of this material.8
The UMC communications team
has provided teaching and training
all over the world over the past
decades, covering communication
skills, developing an ADR reporting
culture, crisis management in
healthcare (including UMC’s crisis
management manual, Expecting the
Worst), managing meetings, social
media and design skills.
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For UMC’s many commercial
customers using WHODrug
products, there are user group
meetings worldwide9, as well as
webinars and online resources.10
Closing words from the
Director

Dr Marie Lindquist has been UMC’s
Director for nearly ten years and and
has worked for the organisation
much longer.
“I’m grateful for this opportunity
to reach out to such a wide
audience of colleagues and hope
that this account of UMC’s work will
be interesting and useful. There is
much that we have to do together
and I am keen that UMC should
collaborate as widely as possible.
“All pharmacovigilance systems
must have the welfare and safety of
patients at their heart and as their
primary aim. What we need is agility
and incisiveness in discovering harm
that patients suffer, and rapid
responses that reduce or prevent
that harm.
“If we share this vision and work
together, we can surely make
progress, and at a greater pace than
has been possible in recent years.”
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MANAGING
PHARMACEUTICAL
PACKAGING COMPLIANCE
by Dale Pittock

A

ny supply chain is complex, but when it involves
the manufacture and sale of pharmaceuticals, any
break in the chain is unacceptable. The question is,
when a third-party supplier, manufacturer or packager
makes a mistake, who is responsible? This article
explains how to manage pharmaceutical packaging
regulatory compliance.
Dale Pittock is Sales Director of the pharmaceutical contract packaging provider,
Valley Northern, Astonfields, Stafford, UK. If you want to ensure you keep up to date
with all the latest news, opinion focussed content and case studies from Valley
Northern you can visit the company’s website here:
https://www.valleynorthern.com/latest-news

Introduction

All packaging and labelling for
medicines in the UK must be
approved by the Medicines and
Healthcare products Regulatory
Agency (MHRA). This covers
everything from bottles and boxes
to the addition of patient leaflets.
Even making small changes to
approved packaging involves
approval from the MHRA.
This is set to become increasingly
complex with the introduction of the
Falsified Medicines Directive (FMD),
which has been introduced by the
European Parliament and Council
and will be enforced regionally by
the MHRA.
The FMD is being implemented to
help protect patients and minimise
the chance of counterfeit medicines
engineering the medicine supply
chain across the whole of Europe. It
enables manufacturers, wholesalers,
distributors and anyone that
supplies to patients the ability to
verify the authenticity of medicinal
products.
The directive demands that there
are unique identifiers (UI) to track
medication from manufacture to
sales together with tamper proof
features to ensure safety of
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medicines are incorporated into
pharmaceutical packaging to help
reduce the amount of fraudulent
medication that can make it to
market. Unique identifiers that must
be incorporated are product codes,
which allow the identification of
criteria including the name of the
medicine, the pharmaceutical form,
the strength and pack size. A serial
number, batch number, and expiry
date are additional unique
identifiers, which must be printed on
the pack in a 2D code that is visible
to the human eye.
Pharmacists and other medication
dispensers will need to authenticate
medicines before they are handed
to patients. Pharmacists will scan the
UI, which is then sent to the UK
Medicines Verification Organisation
(UKMVO). The system will report
back whether the product is ‘active’,
meaning it can be supplied or
dispensed in the normal way, as
long as the anti-tamper device is
undamaged. If the UKMVO reports
that the pack is ‘inactive’ then it can
not be supplied to a patient.
In the run up to the FMD
becoming active on February 9,
2019, many changes will have been
made to ensure compliance.

Pharmacists will have been trained
on the new legislation, standard
operating procedures (SOPs) will be
revised and manufacturers that
handle their own packaging will
have to make changes to packaging
designs, have them approved and
then implement any changes to
processes and machinery. However,
what about the increasing number
of pharmaceutical manufacturers
that outsource packaging to a
contractor? Who is responsible for
ensuring their regulatory
compliance?
Outsourcing

Research suggests that outsourcing
pharmaceutical packaging can
reduce total supply chain costs by
up to 50 per cent. Eliminating the
investment required to regularly
upgrade legacy equipment and
technology on packaging
production lines frees
pharmaceutical manufacturers to
focus on the thing they specialise in
– drug development.
However, this doesn’t mean that
they can wash their hands of
packaging regulations completely.
Ensuring contract packers produce
packaging that is compliant requires
close management because, if
anything goes wrong, it is the
pharmaceutical company’s
reputation that is on the line. There
are three simple steps to ensuring
compliance:

1. conduct thorough due
diligence before partnering
with a packer
2. create a detailed Quality
Agreement as part of the
contract
3. manage the relationship
closely.
When selecting a contract
packaging partner, whether they are
based in the UK or overseas, it is
important to invest the time in
getting to know as much as you can
about them. For instance, do they
have the capacity and capability to
fulfil your requirements? Are they
familiar with the regulations your
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products must meet? Is their supply
chain reliable?
Where possible, take a physical
tour of the facility as part of your
due diligence and this will give you
the opportunity to assess whether
the manufacturing set up matches
the promises being made. It also
gives you time to speak directly to
the people that will manage your
account, to build up a relationship
with them and learn more about
their supply chain.
After all, the company you rely on
to supply bottles, syringes and
boxes should understand the
pressures of contract packaging
requirements and be able to keep
up with your needs — and provide
the right packaging to keep you
compliant.
Once you have selected your
supplier, it is vital to draw up a clear
Quality Agreement at the same time
as the contract. As Peter Murray,
former quality director at GSK
explained, the Quality Agreement is
“sometimes mistakenly considered
an ‘add on’”, but this is indeed oan
incorrect assumption. Murray
advises that although the
Agreement is likely to be modified
due to ongoing legislative and
regulatory changes, it is important
to be explicit about who is
responsible for various actions and
outcomes.

continued

Figure: All packaging and labelling for medicines in the UK must be
approved by the Medicines and Healthcare products Regulatory Agency
(MHRA). This covers everything from bottles and boxes to the addition of
patient leaflets.

Murray also states that,
“regulatory authorities are
increasingly sensitive to the
potential supply, patient safety, and
compliance issues inherent in
complex supply chains.” Because of
this, there is need for
pharmaceutical companies to
demonstrate appropriate control
and management of all third-party
suppliers and partners. If a failure to
comply with MHRA packaging
legislation is the fault of a contract
packager, even if it contravenes the

Quality Agreement, responsibility
falls at the feet of the manufacturer.
Conclusion

It is important to develop close
relationships with contract
packaging suppliers and make sure
to invest time, money and staff into
managing and documenting the
partnership at every stage. This way,
you will be able to mitigate negative
repercussions should mistakes
happen.

Clean Air and Containment Review
The journal to enhance your knowledge of cleanroom, clean air and containment technology
•
•
•
•
•

Learn about different aspects of these technologies from clearly written articles by experts
Keep up to date on standards with regular updates by standards committee members
Read about innovations
Understand the jargon
To subscribe, or for more information including
Become an expert yourself
contents lists for all previous issues, visit
www.cleanairandcontainment.com
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THE PERSPECTIVES OF TRADITIONAL
MEDICINE & INTEGRATIVE MEDICINE FOR
PHARMACEUTICAL INDUSTRIAL
DEVELOPMENT
by Ching-Yi Hsu

T

here is a new interest in the effectiveness of traditional medicines and especially in
the prospect of mixing the traditional with modern medicine. This article looks at the
social and regulatory implications of such a move within industrial pharmaceutical
development.
Ching-Yi Hsu is a pharmacist based in Taiwan with ten years’
experience of both pharmaceutical and traditional medicine.
She is an executive member of the Industrial Pharmacy
Section of FIP. Ching-Yi has extensive experience of natural
product application research in the pharmaceutical chemistry
institute and would like to broaden the concept of traditional
medicine pharmacy development. Her goal is to see the
implementation of tailored pharmacy for the development of
individual medical service in clinical practice and to ally with
pharmaceutical science to boost integrative medicine and
pharmacy for innovative personal treatments.

Introduction

Most people at some point in their lives will fall prey to
some sort of disease or illness. Thus, they need to make
decisions as to what sort of treatment or remedy they
would prefer – which of course varies between
countries. For example, many patients, particularly in
Asia, Africa and South America would prefer to be
treated by a mix of modern medicine and traditional
medicine. However, most often the treatment would be
modern cost-effective remedies allied to affordability of
the healthcare system of the country which is required
through the universal healthcare coverage and access
for the public1. Taking these issues into account it is still
possible to envisage a mix of traditional medicine &

integrative medicine for future industrial pharmaceutical
development as follows:
Tailored pharmacy with novel knowledge for
innovative treatments

The official website of WHO, gives three definitions
(Table1) for conventional medicine2:

(a) traditional medicine,
(b) complementary medicine, and
(c) herbal medicines – that are all sourced from different
versatile ethnic cultures, and are defined as
ethnomedicines3.
However, before integrating any of these
ethnomedicines into the modern healthcare-system or
trying to incorporate them into modern clinical
applications, we need to learn far more of the
background of medical anthropology4,5 and its culture
otherwise we may be misled and misunderstand its
authentic medical value for integrative medicine
practice. In addition, only through comprehensive study
will we be able to develop the novel knowledge and
bring out the very unique innovative treatments for
patients with tailor-made pharmacy services by
pharmacist and pharmaceutical scientists.

Table 1. WHO website definitions of conventional medicines2
Name

Definition

Traditional medicine

Traditional medicine has a long history. It is the sum total of the knowledge, skill, and practices based on
the theories, beliefs, and experiences indigenous to different cultures, whether explicable or not, used in
the maintenance of health as well as in the prevention, diagnosis, improvement or treatment of physical
and mental illness.

Complementary medicine The terms “complementary medicine” or “alternative medicine” refer to a broad set of health care
practices that are not part of that country’s own tradition or conventional medicine and are not fully
integrated into the dominant health-care system. They are used interchangeably with traditional medicine
in some countries.
Herbal medicines
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Herbal medicines include herbs, herbal materials, herbal preparations and finished herbal products, that
contain as active ingredients parts of plants, or other plant materials, or combinations.
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Restructuring of the
pharmaceutical curriculum,
implementing
interdisciplinary training and
interprofessional
communication6,7

Academic science in pharmaceutical
industrial development produce
novel ideas from basic science
research in the laboratory, and then
gradually turns these into new
products. However, with
ethnomedicine, we will need to think
in a contrary way for pharmaceutical
development, by relying on
recorded traditional remedies.
The guidelines of the International
Council for Harmonization of
Technical Requirements for
Pharmaceuticals for Human Use
(ICH), listed two of four categories,
efficacy and safety where the first
one could be revealed/collected
from the clinical results8, and the
latter could be monitored from
practical experience8; moreover,
these are both usually recorded in
the ethnic books of the native
languages. The medicinal value for
pharmaceutical industry
development would be based on
the consistency of quality and
delivery systems prepared in small
compounding pharmacies. This
could then be scaled up into
industrial manufacture by the
request of patient-centred
healthcare systems. However, the
reality of developing progression is
still not as easy as described8; the
challenge is to work within the
pharmaceutical regulatory system.
All policy makers and auditors need
to recognize that these medicines
can be traced back to very divergent
backgrounds, and are not easily
adaptable to modern
pharmaceutical stipulations. There is
clearly a diversity of different
medical applications. Therefore, all
stakeholders in pharmacy and
pharmaceutical science will need to
build an international platform and a

continued

serial pipeline to collect some
(specific) disease treatments.
Interprofessional stakeholders will
then need to communicate
systemically with each other in
advance of any submissions to the
relevant authorities. It will be pivotal
for the coordinator to compile all
new knowledge/experience into the
pharmaceutical educational
curriculum for the healthcare
profession. This outline scheme will
be imperative for the development
of integrative medicine.
The quality control and
sustainable supply within the
principle of conservation of
natural raw material

The production of ethnomedicine
remedies could consume a great
amount of natural raw material. This
could develop into an integrative
industry with an alliance between
the agricultural and the
pharmaceutical profession. In
addition, regarding sustainable
development goals (SDGs)9
announced by the United Nations
(UN), there will be a need to
consider natural species
conservation8, and a need to
consistently supply all natural raw
materials with the appropriate
standard which would follow the
international pharmacopeia. The
biggest impact would be to sustain
a global supply chain, once more
companies become involved with
innovative medicine. The pharma
companies will then need to
consider how to ensure the quality
of natural raw materials and whether
they can keep to the consistent and
authentic original value, even if they
have followed good agriculture
practice (GAP) guidelines10. In that
case pharmaceutical regulation may
need to liaise and integrate more
with the agriculture profession to
ensure good industrial progression.
Last, but not least, should
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pharmaceutical scientists/
pharmacists, re-evaluate their roles,
goals and resolutions for scientific
research and pharmacy practice6,7?
They could have a very pivotal role
since wherever pharmacists are
based - be it communities, hospitals,
or industries, “pharmacovigilance
and patients’ conditions” are
essential information for any
integrative medicine development.
Therefore, clinical practice of
ethnomedicine for pharmacy would
become of great value for future
pharmaceutical industrial
development.
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INTERNATIONAL
QUALIFICATION IN “GOOD
PHARMACY PRACTICE”
by John Jolley

T

he World Health Organisation (WHO) has
identified that all national pharmaceutical
organisations, should focus their attention on the
activities of pharmacists working in the community
and hospital pharmacy sectors, to ensure that their
services provide patients with the appropriate
pharmaceutical service levels and a high level of
quality. This article outlines the content of a new
accredited training course that will provide the
pharmacist with the information necessary for
implementing the principals of “Good Pharmacy
Practice” (GPP).
John Jolley is a Director of PharmaConsult providing technical consultancy and
bespoke training solutions to Global Healthcare organisations. John has a degree in
Pharmacy and has been awarded fellowships with the Royal Pharmaceutical Society
and Chartered Quality Institute. He has held positions in Clinical Research, Product
Registration, Manufacturing, Quality Assurance, and General Management and was
member of the Council at the RPS 2003-2008. He was Technical Director for
Boehringer Ingelheim UK for 15 years before his work in International consultancy
and is a practicing Qualified Person (QP) with experience of sterile product
manufacture and clinical trials.
PharmaConsult is supporting companies trading in the EU and UK to systematically
evaluate their Company’s regulatory strategy and pharmacovigilance operational
status with respect to the changes resulting from Brexit. It has offices in both London
(UK) and Sofia (Bulgaria) and is well placed to advise on mitigating the effects of
BREXIT for EU and UK companies. Further details are available at:
www.pharmaconsult.co.uk and www.pharmaconsulteurope.com.

Introduction

There are four main roles that
pharmacists are expected to carry
out to ensure GPP:
1. To Assure the quality of the
medicines manufactured,
purchased, exported, stored,
distributed, or dispensed
thought the medicines supply
chain.
2. To Provide effective medication
therapy management.
3. To Maintain and improve
professional performance.
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4. To Contribute to the
effectiveness of the healthcare system and public health.
These roles may vary for each
individual pharmacist depending on
their practice responsibilities, and
the regulations of the national
pharmacy professional and
regulatory organisation.
It is recognised that pharmacy
practice may vary enormously from
one country to another and from one
continent to another, incorporating
individual requirements which may
require transitional measures to be
developed in specific regions. (e.g.

exclusion of porcine material in Arab
countries)
Training and requirements

The Regional Training to support
GPP will establish a national
framework of quality standards and
guidelines of requirements for good
pharmacy practice to ensure that;
• A pharmacist’s first concern in
all settings is the welfare of
patients.
• That the core of the pharmacy
activity is to help patients
make the best use of
medicines.
Fundamental functions include the
supply of medication and other
health-care products of assured
quality, the provision of appropriate
information and advice to the
patient, administration of
medication, when required, and the
monitoring of the effects of
medication use.
An integral part of the
pharmacist’s contribution is the
promotion of rational and
economic prescribing, as well as
dispensing of medicines. The
pharmacist should ensure that the
objective of each element of the
pharmacy service is relevant to the
patient and that it is clearly defined
and effectively communicated to all
those involved.
The WHO guidelines are intended
to provide a description of ways in
which pharmacists can improve
access to health care, health
promotion and the use of medicines
on behalf of the patients they serve.
The vital element is the commitment
of the pharmacy profession
worldwide to promoting excellence
in practice for the benefit of those
served. The public and other
professions will judge the pharmacy
profession on how its members
translate that commitment into
practice in all settings, especially
community and hospital pharmacy
settings.
Provisions and objectives for
the implementation of the
WHO certification scheme for
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the quality of
pharmaceutical products
dispatched into international
commerce should require the
following:

1.1 A comprehensive system of
quality assurance must be founded
on a reliable system of licensing and
independent analysis of the finished
product, as well as upon assurance
obtained through independent
inspection that all manufacturing
operations are carried out in
conformity with accepted norms,
referred to as "good manufacturing
practices" (GMP).
1.2 In 1969, the Twenty-second
World Health Assembly, by
resolution WHA22.50, endorsed
requirements for Good Practices in
the Manufacture and Quality Control
of Drugs (1) (referred to henceforth
as "GMP as recommended by
WHO"). These comprise
internationally recognised and
respected standards that all
Member States are urged to adopt
and to apply. These requirements
have since been revised twice. The
first revision was adopted by the
Health Assembly in 1975 in
resolution WHA28.65 (2). A second
revision of the requirements is
included in the Thirty-second report
of the WHO Expert Committee on
Specifications for Pharmaceutical
Products (3).
1.3 These standards are fully
consistent with those operative
within the countries participating in
the Convention for the Mutual
Recognition of Inspection in Respect
of the Manufacture of
Pharmaceutical Products, and other
major industrialised countries. They
also provide the basis for the WHO
Certification Scheme on the Quality
of Pharmaceutical Products moving
in International Commerce. The
Scheme is an administrative
instrument that requires each
participating Member State, upon
application by a commercially
interested party, to attest to the

competent authority of another
participating Member State that:
• a specific product is
authorized to be placed on
the market within its
jurisdiction or, if it is not thus
authorized, the reason why
that authorization has not
been accorded;
• the plant in which it is
produced is subject to
inspections at suitable
intervals to establish that the
manufacturer conforms to
GMP as recommended by
WHO; and
• all submitted product
information, including
labelling, is currently
authorized in the certifying
country.
1.4 The Scheme, as subsequently
amended in 1975 (2) and 1988 (4), by
resolutions WHA28.65 and
WHA41.18, is applicable to finished
dosage forms of pharmaceutical
products intended for administration
to human beings or to foodproducing animals.
1.5 Provision for certification of
active ingredients is also included
within the scope of the Scheme.
This will be the subject of separate
guidelines and certificates.
Technical supplements to
WHO Technical Report Series,
No. 961, 2011

Quality-assured, safe and effective
medicines, vaccines and medical
devices, including in-vitro
diagnostics are fundamental to a
functioning health system. But
globalised trade can undermine
regulation, and in resource-limited
settings especially, incidence of
substandard or falsified medicines is
growing. WHO aids countries to
strengthen regulation, including
post-marketing surveillance, and to
eliminate substandard and falsified
medicines.
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continued

1. WHO Technical reports
provide international norms
and standards, so that
countries worldwide can
regulate health products and
technologies consistently. In
parallel, WHO facilitates
access to quality-assured, safe
and effective health products
by assessing medicines,
vaccines and medical devices
for priority diseases.
2. Provide effective medication
therapy Management, this
section is what we would call
medicines Management.
3. Maintain and improve
professional Ethics and
performance – perhaps as a
recent Graduate could you
put this together, perhaps a
course on basic therapeutics
because many countries do
not put legal restrictions of
prescription medicines.
4. Contribute to improve
effectiveness of Healthcare
system and public health- this
will be an opportunity to
introduce Pharmacovigilance
monitoring when introducing
pack serialization as all
countries are introducing
falsified medicine of
medicine, and any other
topics.
Any comprehensive system of
quality assurance must be founded
on a reliable system of controlling
the quality, safety and efficacy of a
finished product delivered to a
market. It is important that all
manufacturing operations are
carried out in conformity with the
accepted norms of GMP.
The distribution channel and
supply chain need to follow quality
assurance as well in order to
ensure that patients are getting
quality medicines. WHO has issued
a number of international
standards assisting Member States
and those involved in the supply
chain.

13

INTERNATIONAL QUALIFICATION IN “GOOD PHARMACY PRACTICE”

For Further Reading
WHO Technical Report Series covers the
following areas of practice

Starting Materials
Annex 6: Good trade and distribution
practices for pharmaceutical starting
materials.
Annex 3: WHO pharmaceutical starting
materials certification scheme (SMACS):
guidelines on implementation.
Compounding
Annex 2: FIP–WHO technical guidelines:
Points to consider in the provision by
health-care professionals of children specific
preparations that are not available as
authorized products.

continued

Monitoring

Good Pharmacy Practice

Annex 7: Guidelines on the conduct of
surveys of the quality of medicines
Finished Product
Annex 5: Good Distribution Practice. WHO
good distribution practices for
pharmaceutical products.
Annex 12: Guideline for import procedures
for pharma products

Annex 8: The standards for quality of
pharmacy services is outlined in Annex 8 of
the FIP/WHO guidelines
Information on the availability of training
courses for implementing “Good Pharmacy
Practice “can be obtained from John Jolley
at john.jolley@pharmaconsult.co.uk

Storage
Annex 9: Guide to good storage practice
Annex 9-1. Model guidance for the storage
and transport of time- and temperaturesensitive pharmaceutical products.

SPECIALISATION
ATION STUDIES,
S
POST-GRADU
T-GRADUATE
ATE PROGRAMME
IN INDUSTRIAL PHARMACY
Specialisation is a new training form to
acquire specialised professional skills in
Industrial Pharmacy. The studies are a good
way to promote your career plan and get
new tools for your daily job.
The programme is designed so that you
can study while working: study plan will
be tailored according to your interests,
e-learning tools are available and the
assignments are designed to benefit
the working life.
life
The call is open from
January 7th to April 30th.
Read more and send your application:
https:///h
/hyplus.helsinki.fi//ccourses-infinland/industrial-pharmacy/
y/

14

european INDUSTRIAL PHARMACY February/March 2019

Linda Tammisto

• Issue 39

79th FIP World Congress of
Pharmacy and Pharmaceutical Sciences
Abu Dhabi, United Arab Emirates
22-26 September 2019

New horizons: Navigating winds of change
New technologies, new roles, new opportunities for pharmacy
Do you want to be inspired to take on new roles and be prepared for success in a world
of change? Wherever you practise, FIP can help you stay ahead of the game so that
you can provide the best care for patients.
As we develop new skills to manage new technologies such as
robotics and the digitalisation of health care, it is important that
we do not compromise quality and safety.
Come to the Abu Dhabi congress, which will help you develop
the knowledge and attitudes to adapt to emerging new roles
through networking with pharmacists and scientists from all
areas of practice and from all around the world.

WELCOME TO ABU DHABI
Abu Dhabi is a modern, cosmopolitan city with an ancient heritage
where respect for the past informs the present and shapes the
future. There are historic buildings, engaging tours and a packed
calendar of events covering the arts, culture, sports and trade.
Visitors will encounter a diverse emirate, with deserts, beaches,
oases and mountains, and there are ultra-modern malls and small
souk-like stores to cater for their every (tax-free) shopping need.

CONGRESS STREAMS:
A > New trends in science, practice
and education
Focuses on new technologies,
digitalisation of health care,
robotics, individualisation of
therapy, the provision of education via virtual classrooms,
integrating science and practice
in teaching, communication,
people-centred care, and ethical
challenges.

B > New roles, opportunities and
responsibilities
Examines pharmacists’ roles and
the roles of individuals, looks
at new services and the skills
required to advance them, and
highlights the importance of
education and of collaboration
not only with pharmacy colleagues but also with other healthcare professionals.

C > Health now! Responding to the
challenges of today
Recognises that challenges can be
faced by looking at new research,
ethical considerations, new values,
access to health, health systems,
sustainability, environmental
sustainability, non-communicable
diseases, empowerment of patients,
empowerment of women, quality
and assessment.

Please find more information:
abudhabi2019.congress.pharmacy
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D > Targeting special interests
Looks at special interests in the
different fields of pharmacy and
pharmaceutical sciences.

Note
Some congress sessions are
accredited for continuing
education. Check our website.
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PHARMA IN PLENARY
The EU Pharma Landscape
in a Post-Brexit World
by Nicola Davies

Brexit poses many questions around
the fate of the trade and availability
of quality pharmaceutical products
in the UK and EU. Some experts
have noted that it remains
challenging to forecast Brexit’s
medium- and long-term economic
and logistical impact on medicines.1
Certain variables remain undefined,
prompting experts and Honourable
Members in Parliament to voice
their concerns. These concerns
mainly revolve around three areas:
the transfer of the European
Medicine Agency (EMA) office from
London to Amsterdam; the
transition of pharmacovigilance
responsibilities; and, the impact on
drug supply.
Delays in transfer of the EMA
to Amsterdam following the
Brexit vote2

The EMA had been headquartered
in London since 1995. However, the
Agency closed its London office
permanently in January 2019,
moving into interim offices in
Amsterdam, awaiting the
completion of the permanent
buildings that are scheduled for
November this year.
The office relocation to the
Netherlands not only means a
closure of the UK’s central hub for
drug monitoring and evaluation, but
also a loss of high-skill jobs in the
UK and within the EMA.3 The
Agency left behind a significant
portion of its clinical expertise in
London. Professionals who had
accumulated their qualifications and
expertise within EMA London will
have to be replaced – and
accomplishing this might not be
possible in the near-term period.
Honourable Members of the EU are
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concerned about the possible threat
to the levels of expertise the Agency
can invest into their activities.
Staff cutbacks also mean that
certain activities will be suspended
for an indefinite period so that the
Agency can focus on high priority
tasks such as drug assessments and
safety monitoring. Given a
disruption and reduction in the EMA
workforce, Honourable Members
have further raised concerns
regarding the continuity of the
Agency’s business operations.
In October 2018, a Member also
queried measures the Commission
was taking to ensure the EMA
relocation did not entail additional
costs.4 The Member pointed out
that the transfer to Amsterdam
could only happen with sufficient
progress of the building
construction; any construction delay
threatens the value of taxes paid by
citizens, which are being used to
help fund the move to the new
location. In addition, there could be
significant repercussions on public
health and drug access in the case
of construction delays or disruptions
to EMA business operations.
The EMA has admitted it will
reduce or suspend many of its
activities until the end of June 2019
and focus on core responsibilities
around public health protection.5
However, on 7th December 2018,
the Commission responded to a
Member’s question with reassurance
that they have measures to ensure
operational continuity during and
after the relocation. The
Commission is represented on the
EMA Management Board and can
closely monitor the EMA’s plans for
business continuity in relation to the
move to Amsterdam. The
Netherlands is also required to

report on construction progress to
the European Parliament. At the
beginning of October 2018, the
Dutch Government informed the
Commission that preparations for
the interim and permanent
constructions of the office in
Amsterdam were running smoothly
and on schedule. As for the running
construction costs involved in the
relocation, the Commission has
requested the EMA to furnish a
report.
Assessment of impact on
pharmacovigilance in case
of no-deal Brexit

Another key concern for Honourable
Members is the adequacy of
assessment of Brexit’s impact on the
regulation of new medicines. The
operations in the London office
depended significantly on the UK’s
Medicines and Healthcare products
Regulatory Agency (MHRA) for new
drug assessments.6 However, it is
possible that the UK and EU will not
reach a deal with clear transitional
arrangements for pharmacovigilance
responsibilities.7 A no-deal Brexit
could introduce problems in
regulatory compliance and hamper
drug access across Europe.
The Commission admits that no
specific impact assessment has been
drawn up around Britain’s departure.
However, they reiterate that the UK’s
exit was a unilateral decision and
they can only prepare from their
side. Together with healthcare
authorities in the EU Member
States, the Commission is ensuring
“Brexit preparedness.”8 Ever since
the UK’s decision to leave the EU
was announced, the EMA has been
cutting down the post-marketing
responsibilities of the MHRA. While
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the reduction of MHRA
contributions has led to an increase
in the individual workload of EMA
employees and Member State
agencies, this has also helped
transition pharmacovigilance out of
the UK.9
Drug shortages in case of nodeal Brexit

Prior to Brexit, medicines approved
by the EMA can be sold in the UK.
However, once Brexit is finalised, UK
citizens can only access medicines
approved by the MHRA. According
to the MHRA, not all pharma
companies will take time to submit
to a separate drug assessment
under their agency, which would
cause drug shortages for patients in
the UK.10
In addition, the UK imports 37
million drug packs from EU Member
States each month. Many drug
companies also manufacture their
products in Britain. A no-deal
scenario could disrupt the supply of
medicines into and out of the UK.
The UK’s departure from the EU
means normal economic trade
boundaries would apply to pharma
companies. So, medicines coming
from the EU and exiting the UK
would be subject to importation and
exportation requirements; this could
contribute to increased costs and
extended lead times. A prolonged
delivery would also hamper supply
of medicines with storage
requirements such as vaccines and
insulin. Indeed, the British
Government has instructed
healthcare firms to stock six weeks’
worth of medicines.11
However, UK and EU Nations have
yet to concretise plans and methods
to ensure consistent drug access. In
a response, the Commission said,
“The Commission has not received
representatives from the United
Kingdom government or health
agencies on the implications of a
no-deal Brexit for the
medicines/medical equipment
sector.”12

continued

The Commission says it is doing
its part to mitigate the potential
post-Brexit risk on drug supplies.
The Commission has consistently
reminded pharma companies to
urgently prepare for all possible
scenarios once the UK’s withdrawal
from the EU is final. Together with
the EMA and national healthcare
regulators in EU Member Nations,
the Commission has provided
“extensive guidance,” information
notices, Q&A documents, and
overviews on stakeholder meetings
and preparedness seminars, all of
which are available on the
Commission’s website.13
Given the lack of joint impact
assessment and efforts for
transitional arrangements, the
European healthcare landscape is
becoming unpredictable. The best
that pharma companies can do is to
prepare for either scenario (deal or
no-deal). Only pharma companies
with adequate regulatory resources
and responsiveness to the EMA’s
guidance will remain competitive in
both the EU and UK markets.14
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Understanding FDA’s
enforcement powers – or why
quality violations – which can
be a crime – don’t pay

Legal Letter
From America
by Michael Swit

Companies regulated by FDA that
take a proactive and thorough
approach to their duty to implement
robust, compliant good
manufacturing practice (GMP)
systems likely will not face FDA
enforcement action for failing to
comply with GMP requirements.
But, what are those powers? Or, put
differently, what can FDA do to you
if you don’t comply and how does
that impact your business? We will
take a look at FDA’s key
administrative enforcement powers
in today’s legal letter.
Introduction – administrative
versus judicial enforcement
powers

In examining FDA’s enforcement
powers, it is important to remember
that the agency’s armamentarium
includes administrative weapons
that the agency can wield on its own
accord without having to consult
with any other part of the federal
government when FDA believes a
violation has occurred.
In contrast, the Federal Food,
Drug, and Cosmetic Act (hereafter:
“the Act”) grants certain
enforcement powers to FDA that,
before FDA can use them, the
agency must get concurrence from
the US Department of Justice
because these “judicial” powers
require that formal actions be
instituted in the US federal court
system in order to secure
enforcement.
While FDA’s administrative powers
are easier for the agency to invoke,
the judicial powers should not be
ignored because they include, in
particular, three very onerous
powers – seizure (of violative goods),
injunctions against companies and
individuals (typically senior
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executives), and criminal
prosecution of companies and
individuals. In today’s letter, we will
discuss the administrative powers,
to be followed, in our next letter,
with a review of FDA’s judicial
powers.
Administrative powers

FDA’s most frequently used
administrative enforcement power is
actually its power to inspect facilities
where drugs and medical devices
(and other FDA-regulated products)
are manufactured, packaged,
labelled, tested, processed, or held.
Because the impact of an FDA
inspection can be so important,
understanding FDA’s inspectional
authority and how to handle an
inspection is a subject that requires
a separate legal letter. Thus, this
letter will not focus on inspections,
but rather on the powers that FDA
can bring to bear worldwide when it
believes a violation has occurred,
often as a result of an inspection
that has found significant deviations
from GMP requirements.

The warning letter

When FDA finds a significant GMP
violation – whether via an inspection
or other means – that the agency
believes the company has not
properly addressed, for instance in
the company’s reply to the “483”
left at the end of the inspection, its
first administrative option to secure
compliance is the “warning letter”.
Directed to senior management of
the allegedly violative company, the
warning letter is intended to:
“ensure that the seriousness
and scope of the violations
are understood by top
management … and that the

appropriate resources are
allocated [by top management]
to fully correct the violations
and prevent their
recurrence.”1
The warning letter also serves
another purpose. Specifically, it
constitutes formal notice to the top
brass at a company that a GMP
violation* has occurred. In that
respect, if the violation is later
repeated, the company cannot
contend it was not on notice and,
due to that prior notice, the
company’s second violation would
be a repeat violation, which can
trigger even more draconian
enforcement powers.
Once issued, FDA expects the
warning letter recipient to reply fully
to the warning letter within 15
business days. If you do reply timely,
FDA typically – absent an exigent
threat to the public health posed by
the GMP violation – will fully
consider the reply before deciding
whether it needs to take further
enforcement action.
The majority of warning letters are
resolved without further FDA action.
However, the issuance of a warning
letter can have an immediate
negative impact on a company
because FDA posts all its warning
letters on its website usually within a
couple of weeks of their issuance2†.
Once public, you can be sure that
your competitors will attempt to use
the fact that you received a warning
letter against you with your
customers.
And the warning letter stays up on
FDA’s website permanently even if
the issues contained in the warning
letter have been resolved to FDA’s
satisfaction. For years, this meant
that a warning letter could “haunt”
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its recipient long after its issuance.
In 2009, FDA finally gave industry
some relief on this aspect of the
warning letter process, announcing
that it would initiate a formal
process where, once a warning letter
had been resolved, a “close out”
letter would be posted in
conjunction with the original
warning letter. Indeed, FDA hoped
that this close out process would
encourage industry to aggressively
resolve the issues in a warning letter.
The data integrity warning
letter

A very special type of warning letter
bears separate examination.
Specifically, beginning in about
2015, when FDA becomes
convinced that data integrity issues
are present in a company’s
operations, the agency will issue a
warning letter that, in addition to
citing specific violations, contains
very specific dictates to the recipient
on how to address suspected data
integrity issues. Starting with an FDA
expectation that the company hire
an outside consultant to audit its
operation and assist in meeting FDA
requirements, the agency also
expects a company, under the “data
integrity” warning letter, to do the
following.

A. A comprehensive
investigation into the extent
of the inaccuracies in data
records and reporting. Your
investigation should include:
• A detailed investigation
protocol and methodology;
a summary of all laboratories,
manufacturing operations,
and systems to be covered
by the assessment; and a
justification for any part of
your operation that you
propose to exclude.
• Interviews of current and
former employees to
identify the nature, scope,
and root cause of data
inaccuracies. We
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recommend that these
interviews be conducted by
a qualified third party.
• An assessment of the extent
of data integrity deficiencies
and record retention
policies at your facility.
Identify omissions,
alterations, deletions,
record destruction, noncontemporaneous record
completion, and other
deficiencies. Describe all
parts of your facility’s
operations in which you
discovered data integrity
lapses.
• A comprehensive
retrospective evaluation of
the nature of the testing
data integrity deficiencies,
including but not limited to
investigation into your
laboratory testing raw data,
reported results, and quality
oversight for all products
and process lines. We
recommend that a qualified
third party with specific
expertise in the area where
potential breaches were
identified should evaluate
all data integrity lapses.
Provide a detailed report
from your consultant.
B. A current risk assessment of
the potential effects of the
observed failures on the
quality of your drugs. Your
assessment should include
analyses of the risks to
patients caused by the release
of drugs affected by a lapse of
data integrity and risks posed
by ongoing operations.
C. A management strategy for
your firm that includes the
details of your global
corrective action and
preventive action plan. Your
strategy should include:
• A detailed corrective action
plan that describes how you
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intend to ensure the reliability
and completeness of all of the
data you generate, including
analytical data (both
microbiology and chemistry),
manufacturing records, and all
data submitted to FDA.
• A comprehensive description
of the root causes of your data
integrity lapses, including
evidence that the scope and
depth of the current action
plan is commensurate with the
findings of the investigation
and risk assessment. Indicate
whether individuals responsible
for data integrity lapses remain
able to influence CGMPrelated or drug application
data at your firm.
• Interim measures describing
the actions you have taken or
will take to protect patients
and to ensure the quality of
your drugs, such as notifying
your customers, recalling
product, conducting additional
testing, adding lots to your
stability programs to assure
stability, drug application
actions, and enhanced
complaint monitoring.
• Long-term measures
describing any remediation
efforts and enhancements to
procedures, processes,
methods, controls, systems,
management oversight, and
human resources (for example,
training, staffing improvements)
designed to ensure the
integrity of your company’s
data.
• A status report for any of the
above activities already
underway or completed.3
As reflected in the December 2018
FDA guidance4 on dealing with data
integrity issues, these requirements
mirror similar requirements that the
agency imposes on a company that
is subject to its extremely onerous
Application Integrity Program, or
AIP. While FDA has not sanctioned a
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company under the AIP since 2011
and has only invoked the AIP less
than 25 times since its institution in
1991, the AIP program is another
administrative remedy in FDA’s
arsenal and one that is usually fatal.
Thus, FDA’s adoption of AIP-type
language in these data integrity
warning letters sets an extremely
high bar for the cited company to
overcome, one that likely will require
tremendous expenditures of time,
personnel resources, and financial
commitments. Clearly, FDA will not
tolerate data integrity issues and is
poised to act administratively when
encountered.
The import alert

Of particular interest to ex-US firms
that sell FDA-regulated products to
the US is FDA’s power to impose an
“import alert” when it suspects that
a foreign-made product – whether a
finished good or a key ingredient or
component – violates FDA’s statutes
or regulations, including the GMP
rules. Notice I said “suspects” in the
prior sentence. Why? Because,
under the Act, FDA does not have
to prove that a violation has
occurred to impose an import alert.
Rather, if the product “appears” to
be violative, the statute confers on
FDA the power to issue an import
alert. And, functionally, this can be
done very quickly, with FDA sending
an electronic notification to Customs
and Border Patrol officials to not
allow the questioned product to
enter the country. And, once your
company or product is the subject
of an import alert, it will likely
remain on alert until FDA is fully
satisfied that you have addressed
the issues that led to the import
alert‡. Further, unlike with the
judicial remedies to be discussed in
an upcoming column, the procedure
for challenging an import alert is
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quite informal and lacks the detailed
due process protections one
typically associates with a formal
court action.
And because import alerts can be
applied to both finished goods and
intermediates/components, they
impact not only the company that is
the subject of the import alert, but
also any US-based company who
relies on the product for sales or an
intermediate/component/inactive
ingredient to, in turn, manufacture a
finished good in the US.
Conclusion

The enforcement powers discussed
above are the key administrative
tools FDA uses to secure
compliance in the GMP arena,
especially as they are capable of
being deployed at a violator
regardless of where they are
located. Typically, wise companies
respond to these actions thoroughly
and further agency action is not
needed. However, for those repeat
offenders, the agency can roll out
the big guns – its judicial remedies,
including seizure, injunction, and
criminal prosecution. We will
examine these in our next Legal
Letter from America.
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Footnotes

* For purposes of this discussion,
we will confine the subject of
the violations to GMP
breaches. However, a warning
letter, as with the rest of the
FDA enforcement powers to
be discussed here, can allege
virtually any type violation by
a company of an FDA statute
or regulation.
† See
https://www.fda.gov/ICECI/Enf
orcementActions/WarningLett
ers/default.htm. Indeed, at
this webpage, you can search
prior warning letters using a
variety of criteria, including
name, issuing office at FDA,
and subject, such as on GMP
issues (a great source for a
deeper understanding of FDA
hot buttons on GMPs). You
also can subscribe to an email service that will remind
you to check FDA’s website
every Wednesday morning for
the list of newly-posted
warning letters.
‡ To illustrate, consider the
example of Ranbaxy (now
owned by Sun Pharmaceutical
Industries), which has been on
the import alert list for
products made at two of its
facilities in India since 2009.
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regulatory review
The current review period
has seen a number of
changes in the regulation of
medicines and regulatory
guidance in the EU,
International markets and
the USA.

United States of
America
USA / EU MRA update

Four additional EU Member States,
Belgium, Denmark, Finland and
Latvia have been approved by FDA.
This means that the FDA can now
rely on a total of 19 of the 28 EU
Member States to replace their own
inspections

FDA Proposes Critical First
Steps to Harmonize the Global
Scientific and Technical
Standards for Generic Drugs

FDA has submitted a proposal to
ICH recommending the development
of internationally harmonized
guidelines on scientific and technical
standards for generic drugs.

Data integrity and compliance
with drug CGMP

FDA expects that all data be reliable
and accurate. CGMP regulations
and guidance allow for flexible and
risk-based strategies to prevent and
detect data integrity issues. Firms
should implement meaningful and
effective strategies to manage their
data integrity risks based on their
process understanding and
knowledge management of
technologies and business models.
When considering how to meet
regulatory requirements, it may be
useful to ask the following
questions:

• Are controls in place to ensure
that data is complete?
• Are activities documented at
the time of performance?
• Are activities attributable to a
specific individual?
• Can only authorized
individuals make changes to
records?
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• Is there a record of changes to
data?
• Are records reviewed for
accuracy, completeness, and
compliance with established
standards?
• Are data maintained securely
from data creation through
disposition after the record’s
retention period?
This guidance helps answer these
questions and enables an
understanding of key concepts
behind the regulatory requirements.
New and revised draft Q&As
on biosimilar development

This draft guidance document
provides answers to common
questions from prospective
applicants and other interested
parties regarding the 2009 Biologics
Price Competition and Innovation
Act (BPCI Act). The Q&A format is
intended to inform prospective
applicants and facilitate the
development of proposed
biosimilars and interchangeable
biosimilars, as well as to describe
FDA’s interpretation of certain
statutory requirements added by the
BPCI Act.

Heparin-containing medical
devices and combination
products: recommendations
for labelling and safety testing

The United States Pharmacopeia
(USP) drug substance monograph
for Heparin Sodium, and drug
product monographs for Heparin
Lock Flush Solution and Heparin
Sodium Injection, recently have
undergone several revisions
following serious and fatal events
related to the use of heparin sodium
products. Investigation of heparin
product overdose errors identified
the expression of drug strength in
the labels as a major contributing
factor in these errors. This guidance
document addresses these safety
concerns by clarifying new
expectations for labeling with
regard to the revised heparin USP

monographs, as well as outlining
safety testing recommendations.
ANDA submissions — content
and format

This guidance is intended to assist
applicants in preparing abbreviated
new drug applications (ANDAs) for
submission to FDA. This guidance
details the information that should
be provided in each section of the
common technical document (CTD)
format for human pharmaceutical
product applications and identifies
supporting guidance documents
and recommendations issued by
FDA to assist applicants in
preparing their ANDA submission.
This guidance identifies the
information that an applicant should
include to ensure that a complete,
high-quality application is submitted
to FDA. FDA has previously
published guidance documents on
the filing process, including the
guidance for industry about refuseto-receive standards, and common,
recurring deficiencies which should
be reviewed thoroughly prior to
submission of an ANDA.

FDA alerts health care
professionals and patients not
to use sterile drug products
from Pharm D Solutions

U.S. FDA is alerting health care
professionals and patients not to
use drug products intended to be
sterile that are produced and
distributed by Pharm D Solutions
LLC, Houston, Texas, due to lack of
sterility assurance. On September
10, 2018, following FDA’s
recommendation, Pharm D recalled
all unexpired drug products
intended to be sterile and agreed to
cease sterile operations until it
makes adequate corrections at its
facility. However, Pharm D resumed
sterile operations on October 8,
2018, and distributed purportedly
sterile products without making
adequate corrections at the facility.
Pharm D agreed to cease sterile
operations again on November 9,
2018, but has not agreed to FDA’s
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recommendation to recall all
unexpired drug products intended
to be sterile. (Yet another sterility
assurance incident at a
compounding facility plus ignoring
FDA advice to recall.- Incredible
!!!!! mh)

continued

covers procedural elements, such as
rapid scientific advice for products
under development and the fasttrack approval of medicines, e.g.,
vaccines and antivirals for the
prevention and treatment of a
disease caused by the spread of an
emerging virus.

Europe
EC
Safety Features for medicinal
products for human use Q&A
V11

The European Commission has
released this 11th version of the
Q&A on this topic. It should be
noted that as of 9th February 2019,
many prescription medicines will
only be marketable in the EU if they
have the required safety features in
place.
(The fact that 11 versions have been
released is perhaps some indication
of the complexity and difficulties
being experienced around this topic
MH)

EDQM
Ph. Eur. seeks feedback on
general chapter covering
depyrogenation in parenteral
preparations

The European Pharmacopoeia (Ph.
Eur.) has launched a public
consultation on its new general
chapter 5.1.12 on depyrogenation of
items used in the production of
parenteral preparations. While
depyrogenation is not a new topic
for the Ph. Eur., this is the first time
that a dedicated chapter covers
specifically the inactivation of
pyrogens and related endotoxin
indicators.

EMA
Responding to emerging
health threats in the EU

EMA has published a plan outlining
how it would respond to an
emerging cross-border threat to
health, such as an influenza
pandemic.
The plan provides internal
guidance on the Agency’s activities
during a health threat, e.g. on the
roles and responsibilities of its staff
and scientific committees. It also

MHRA
Cross-contamination control
and Health Based Exposure
Limits (HBEL) Q&As

The Q&As that were published for
consultation in Jan. 2017 were
significantly amended as a direct
result of industry feedback; in
particular, the highly hazardous
approach and the continued use of
traditional limit calculations such as
1/1000th of a dose were
unanimously rejected by industry
association stakeholders. This was
on the basis that they were not
considered adequately scientific,
and industry preferred to continue
the roll-out of HBEL to all products.
This represented a change in
expectations from industry bodies in
comparison to feedback at the time
the HBEL was issued. The EMA
working group accepted the
industry perspective and amended
the Q&As accordingly before
publication. As a result, the highly
hazardous approach proposed in
the draft Q&As should not be used.
It is now important that those
manufacturers who have not
developed HBELs (such as PDE)
should do so without delay. Whilst
some pragmatism will be applied for
manufacturers with products that
present lesser hazard, those
manufacturers with products likely to
have lower HBEL (toward the dark
orange and red area of the
continuum diagram) should
complete these assessments without
delay (a triage approach may be
helpful for prioritisation).
MHRA also reminds firms that
HBELs are not just for setting
cleaning limits, they need to be an
integral foundation of risk managed
control of cross-contamination. (This
latter point is in my opinion very
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important and is a key issue in the
design and operation of pharma
manufacturing facilities and
operations.- MH)
How medicines, medical
devices and clinical trials
would be regulated if there’s
no Brexit deal

The purpose of this notice is to
update businesses on the
arrangements that will come into
force for human medicines
regulation currently subject to EU
rules if the UK leaves the EU on 29
March 2019 with no deal. The MHRA
is also planning a consultation in
early autumn 2018, covering the
regulation of medicines, medical
devices and clinical trials. A more
comprehensive technical notice
covering the life sciences sector will
follow after the consultation.

• Legal presence requirements At present, the MHRA
requires a named individual
who can be contacted in the
event of a safety issue, and
has the ability to require
independent re-testing of
medicines and also the ability
to withdraw a product from
the market. This will continue
if there’s no deal.
The requirement for this would
include:
• a MAH should be established
in the UK by the end of 2020.
Until then, the MHRA will
require a contact in the UK. A
Change of Ownership will
need to be submitted to
MHRA to change from an EU
MAH to a UK MAH for UK
MAs
• the QP for Pharmacovigilance
(QPPV) should be established
in the UK on day one,
although those without a
current UK presence will have
until the end of 2020 at the
latest to do so, but would
nevertheless be required to
make arrangements for
providing the MHRA with
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access to the relevant safety
data related to UK Marketing
Authorisations (MAs) at any
time. Companies may choose
to have the EU QPPV take on
responsibility for UK MAs until
the UK QPPV can be
established. A variation
should be submitted to the
MHRA to change QPPV.
• a Qualified Person (QP) for
products manufactured in the
UK or directly imported into
the UK from outside a country
on a designated country list
(white-list) must reside and
operate in the UK. A QP for
products manufactured in a
country on a white-list or
manufactured in a third
country and imported into the
UK from a country on a whitelist can reside in a country on
the white-list.
(This is a comprehensive document
requiring careful reading it covers
many additional topics such as
paediatric medicines, orphan drugs,
parallel imports, ATMPs etc. mh)
Submitting regulatory
information on medical
products if there’s no Brexit
deal

After 29 March 2019 if there’s no
deal, the UK would no longer be
part of the EU medicines and
medical devices regulatory
networks. The sharing of these
common systems and the
associated exchanges of data,
between the UK and EU/EEA
countries would end.
UK would have its own processes
and systems to manage UK human
medicines and devices regulatory
activities. To do this, some new
systems are being developed for
March 2019.
There would be Implications for
MHRA stakeholders who would
need to submit regulatory
information relating to human
medicines and devices directly to
MHRA. There
would be a national portal(s) for
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submission of regulatory
information. The following types of
information would be submitted via
a portal (not an exhaustive list):
• marketing authorisation (MA)
applications
• periodic safety update reports
(PSURs)
• paediatric investigation plans
(PIPs)
• clinical trial applications
• qualified person for
pharmacovigilance (QPPV)
and pharmacovigilance
system master file (PSMF)
notifications
• individual case safety reports
(ICSRs) and subsequent
transmission of anonymised
single patient reports (ASPRs)
• device registration
• e-cigarette notifications.
Batch testing medicines if
there’s no Brexit deal

In order to ensure continuity of
supply in medicines however, the UK
will continue to accept batch testing
of human medicines carried out in
countries named on a list set out by
the MHRA. On exit day, this list
would include EU countries, other
EEA countries and those third
countries with which the EU has an
MRA.
The UK will also continue to
accept batch testing of
Investigational Medicinal Products
(IMPs) – substances being used in
medical trials - manufactured in EU
and EEA states. There will be no
change to the present arrangements
for batch testing of IMPs
manufactured in third countries.
For human medicines
manufactured in the UK, MHRA will
continue to require a UK-based QP
to certify the batch testing and to
ensure compliance with the
Marketing Authorisation and GMP
guidelines, before these medicines
can be sold or supplied in the UK.
For human medicines
manufactured in a third country and

directly imported into the UK,
MHRA will continue to require a UKbased QP to certify the batch
testing, as well as to ensure
compliance with the MA and with
GMP guidelines, before they can be
sold or supplied in the UK.
Where human medicines are
manufactured in a third country but
are imported into the UK from a
country on a separate list
maintained by MHRA (on exit day,
this list will contain EU and EEA
countries), MHRA will continue to
recognise certification, release and
assurance of compliance with the
MA and with GMP guidelines, if
conducted by a QP based in the
listed country, without the need for
any further certification.
For human medicines
manufactured in a country on the
MHRA’s QP list, which have the
relevant QP certification, MHRA will
continue to recognise certification,
release and assurance of
compliance with the MA and with
GMP guidelines, if conducted by a
QP based in the listed country,
without the need for any further
certification.
The approaches to QP
certification of licensed medicines
set out above will also apply to
IMPs. These arrangements will
continue until the government
considers any further change is
necessary.
Is it really a First in Human
trial? Categorising and
assessing the risks correctly.
(MHRA blog)

Sponsors must make the right
decision about the type and phase
of trial, it will make life easier for for
all parties involved in the clinical trial
to comply with the various
legislation and early phase
guidance, including the MHRA
voluntary phase 1 accreditation
requirements.
All early phase clinical trials have
risks associated with them that
require mitigation, thus following
not just the legislation but also all
the associated guidance will help in
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maintaining public safety and the
credibility of data.
If in doubt, please discuss this
with either the MHRA CTU or an
accredited phase 1 unit, who will be
able to provide expert advice.
Dose Escalation – is it GCP
compliant?

Dose escalation practices should be
the same regardless of whether a
clinical trial involves healthy
volunteers or patients. Good quality
data and sound procedures are vital
to ensure the safety of all trial
subjects.
First in Human (FIH) trials have
had an excellent safety record, with
two recent well-publicised
exceptions: the dosing of TGN1412
in London in March 2006 where 6
volunteers became extremely ill, and
more recently, in January 2016, the
dosing of BIA10-2474 in France,
where one volunteer died and four
others became seriously ill.
Sponsors, clinical research
organisations (CROs) and regulators
have a continuing duty to ensure
that risks are minimised for all types
of FIH trials, including patient trials,
and that GCP procedures to
minimise and mitigate those risks
are followed. Dose escalation is a
major safety decision in a trial so
good quality data is vital to ensure
the safety of the subjects.(An
excellent blog from MHRA A good
example of the combined use of
common sense / Risk management
and Quality by Design. Well worth a
read for those involved in CT and by
those outside the CT arena as the
principles can in my opinion be
applied across a much wider
spectrum of pharma
operations.[mh])

MHRA Pharmacovigilance
Inspection Metrics April 2017
to March 2018

The MHRA pharmacovigilance
inspection metrics for the period
from April 2017 to March 2018 has
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been published on the MHRA
Inspectorate blog.

International
PIC/S
Revised draft PIC/s guidance
on good practices for data
management and integrity in
regulated GMP/GDP
environments

A revised Draft PIC/S Guidance on
Good Practices for Data
Management and Integrity in
Regulated GMP/GDP Environments
(PI 041-1 (Draft 3) has been prepared
by the PIC/S Working Group on
Data Integrity, co-led by Australia
TGA and UK MHRA. The document
is subject to a focused stakeholder
consultation seeking substantive
comments from trade and
professional associations on specific
questions relating to the
proportionality, clarity and
implementation of the guidance
requirements. In parallel to this
stakeholder consultation, the new
draft will be applied by PIC/S
Participating Authorities on a trial
basis for a new implementation trial
period. The consultation period will
last 3 months to 28 February 2019.

Products
NDEA/NDMA contamination of
Valsartan /Sartan /
angiotensin II receptor blocker
(ARB) products

The European Medicines Agency
(EMA) has expanded its review of
impurities in valsartan following the
detection of very low levels of Nnitrosodiethylamine (NDEA) in
another active substance, losartan,
made by Hetero Labs in India. As a
result of the detection of this
impurity by German authorities, the
review will now include medicines
containing four other ‘sartans’,
namely candesartan, irbesartan,
losartan and olmesartan. Like
valsartan, these active substances
have a specific ring structure
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(tetrazole) whose synthesis could
potentially lead to the formation of
impurities such as NDEA. Other
medicines of the class which do not
have this ring are not included in the
review. Both NDEA and a related
compound N-nitrosodimethylamine
(NDMA) are classified as probable
human carcinogens.
How these impurities came to be
present during the manufacture of
sartans is yet to be fully established
and is being evaluated in the
ongoing review.
The extension of the review to
other sartans is precautionary. EMA
is working closely with national
authorities, international partners
and EDQM to gather data on these
medicines as quickly as possible.
Additionally USFDA has updated
the list of valsartan products under
and not under recall.
FDA has also released a gas
chromatography-mass spectrometry
(GC/MS) headspace method for
manufacturers and regulators to
detect and quantify NDMA in
valsartan API and finished drug
products. The agency is using this
method to test potential NDMAcontaining APIs and drug products.
This method should be validated by
the user if the resulting data are
used to support a required quality
assessment of the API or drug
product, or if the results are used in
a regulatory submission.
A number of these products from
various manufacturers have been
recalled world-wide because they
contain N-Nitrosodiethylamine as an
undesirable impurity.
For further information on these
and other topics we suggest you
refer to the websites of relevant
regulatory bodies and to current
and past editions of “GMP Review
News” published by Euromed
Communications. To subscribe to
this monthly news service contact
info@euromed.com
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gmp revıew
Editor: Peter Savin

Editorial Board:
Elizabeth Allanson (UK) • Michael Anisfeld (USA) • Gary Bird (USA)
David Cockburn (UK) • Malcolm Holmes (UK) • Sabine Paris (Germany)
Hedley Rees (UK) • Madhu Saghee (India)
Four issues per year: £190
ISSN: 1476-4547
Indexed in Scopus and Embase

Summary
GMP Review provides information and informed
comment on Good Manufacturing Practice and
provides in-depth analyses of international
pharmaceutical manufacturing regulations.
The journal also keeps readers up to date on the
latest Directives, Regulations and Guidelines
applicable to the pharmaceutical industry including
the latest details on such important documents as
Directives and Regulations from the FDA, EU, CPMP
and ICH positions. Each item comes with analysis
and comment on its effect on pharmaceutical
manufacturers and their company.
In addition GMP Review provides the following
information:

•
•
•

News and commentaries on the
implementation of new annexes to the
Guide to Good Manufacturing Practice.
Advanced warning on any proposals for
further annexes.
Informed discussion on revisions or additions
to the FDA and other key regulatory and
reference documents.

A selection of readers’ comments:

“This journal has filled a gap in the market and is consequently very useful. I find it readable and
accessible and hope that it continues in the same vein for the foreseeable future”.
“We all find GMP Review the most useful publication about Quality Systems”.
“Generally the issues are interesting, easy to read, understandable and informative – links are good”.
“GMP Review is a very useful source of information, particularly for FDA issues. It covers a broad range
of countries and gives just the right amount of information”.
For further information and to subscribe please visit
http://www.euromedcommunications.com/publications/journals

28

european INDUSTRIAL PHARMACY February/March 2019

• Issue 39

Euromed books
Books on pharmaceutical management and clinical research

Advances in Cleanroom Technology
William Whyte
ISBN 978-0-9956666-5-8
This book is based on the author’s work, published over the last sixteen years to
advance knowledge of cleanroom technology. Thirty-four articles are collected and
divided into seven sections that cover common themes, with helpful introductions.
The themes include the history of cleanrooms and operating theatres; risk assessment;
ventilation design and air supply rates; required cleanroom standard for specified
product contamination; and the dispersion, transfer and deposition of contamination.
At over 500pp, this book is a comprehensive and valuable source book for anyone
involved in the design, testing and operation of cleanrooms.

Cleanroom Management in
Pharmaceuticals and Healthcare
Edited by Tim Sandle and Madhu Raju Saghee
ISBN 978-0-9573491-6-2
Everything you need to know about the operation and management of cleanrooms.
In 26 Chapters and over 600 pages this book provides a unique tool to help you
achieve regulatory compliance. It first creates a foundation in history and established
practice and then helps you understand how state of the art technology and
engineering solutions can deliver the best practice and so provide reliable systems
performance.
An essential read for practitioners in cleanroom technology.

Industrial Pharmaceutical Microbiology:
Standards &Controls – 5th Edition
Edited by Tim Sandle
ISBN 978-0-9573491-1-7
The contamination control of pharmaceutical and healthcare environments and
processes, together with pre-clinical drug development labs, requires a far more
holistic approach than simply choosing technologies and disinfectants. Today the
microbiologist is expected to understand industrial processes and cleanrooms, and
how to effectively evaluate microbial risks to products from personnel and processes.
Includes 25 chapters, 23 authors and over 600 pages of text.
With many illustrations, tables and diagrams

Pharmaceutical Regulatory Inspections
Edited by Tim Sandle and Madhu Raju Saghee
Foreword by Peter D. Smith*
ISBN 978-1-899015-89-4
A unique and comprehensive guide to ensure regulatory compliance and success in
pharmaceutical regulatory inspections. In over 600 pages and fourteen chapters this
unique book provides a focussed account of regulatory issues from pre-approval
inspections and the inspection itself to post inspection and maintaining compliance.
This is a book that every pharmaceutical company will wish to study before and during
any inspection process to ensure a successful outcome.
*Vice President, Strategic Compliance, PAREXEL Consulting, USA

For more information on these and other books and journals published by
Euromed Communications visit http://www.euromedcommunications.com/
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Cherwell Laboratories
Delivering confidence for
your cleanroom

CORPORATE
PROFILE

We provide standard and bespoke cleanroom microbiology solutions to
help you effectively manage your controlled environments and processes.
Founded in 1971, Cherwell Laboratories has evolved into a
manufacturing and distribution company offering a range of products for
environmental monitoring (EM), cleanroom bio-decontamination and
validation of sterilisation processes. Located in Oxfordshire, our site
includes a 1000m2 clean room manufacturing suite, warehousing, quality
control, engineering and administration. Our business is built on the
principles of ISO 9001 and a willingness to always help our customers.

Cherwell has strategically focused on building knowledge and expertise to
service pharmaceutical and biotech manufacturing, compounding and the
associated markets. We tailor our products and offers to meet the exacting
demands within GMP manufacturing environments. We aim to build strong
partnerships with QC microbiologists, laboratory managers and senior
technicians responsible for delivering EM and sterility testing programs.
We help our customers reduce risk within their EM and process
simulations by offering high quality products with reliable and efficient
service. Our product range includes Redipor® prepared media, SAS
microbial air samplers and Marcor cleanroom decontamination systems.
We supply the UK market directly and within Europe via a growing
number of local specialist distributors.

How to use pharmaceutical excipient
supplier GMP certification to reduce
the qualification and audit burden
.

Today, Regulators expect that pharmaceutical companies verify that the excipients
they use are produced to an appropriate level of GMP. Historically this has been
done by auditing only some suppliers. However, today’s audit burden required of
both suppliers and pharma company users is impractical and unsustainable.

One way of verifying suitable GMP is the use of certifications schemes which must
be independent and of demonstrable credibility. Regulators have indicated that
such approaches would be acceptable provided the certification scheme met
certain requirements that determine the scheme’s credibility.

The EXCiPACT initiative, launched in 2012 was designed to fulfil these
requirements. EXCiPACT asbl is a not-for-profit organisation comprised of a
number of industry associations with members from both the manufacturer and
user communities. As an ‘association of associations’ its independence is assured.
EXCiPACT owns the published standard and has oversight of registered auditors
and Certification Bodies. The scheme is finding great favour with the industry with
all parties, including Regulators, and has already taken the place of many
potential individual customer audits.
In 2018, EXCiPACT is organising a series of educational, one-day, free-to-attend
seminars in Europe, India and N. America to which interested parties are invited to
attend to learn the important facts that determine the credibility of independent
certification schemes and how EXCiPACT certification can benefit both
manufacturers and pharmaceutical users of excipients, whilst at the same time
saving costs in supplier qualification. Speakers will include EXCiPACT certificate
and audit report holders, a registered Certification Body, pharma company users
and Regulatory expertise.
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Cherwell Laboratories Ltd
7 & 8 Launton Business Centre
Murdock Road,
BICESTER OX26 4XB
England
T: +44 (0) 1869 355 500
E: sales@cherwell-labs.co.uk
W: www.cherwell-labs.co.uk

CORPORATE
PROFILE

Interested parties who wish to receive full
details of these seminars as they become
available should click on
seminar@excipact.org.
By doing so, you will receive an e-mail
alert with details of each event as soon as
it is posted on www.excipact.org.
EXCiPACT asbl
Rue du Luxembourg 16B
1000 Brussels, Belgium
T: +32 (0) 2 213 7440
E: info@excipact.org
W: www.excipact.org
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bottled brown
Wake up to safety
Frederick Taylor developed scientific
management around 1911; GXP is a
development from the 1960s. We
have honed GXP by applying
lessons learned following mishaps,
some tragic. We learn and may
innovate. Our patients are safer. We
are proud of our commitment to
cGXP including audits, SOPs,
specifications and considerable
training. We diligently pursue every
aspect of manufacturing quality. For
two generations, we have complied
with GXP’s detailed rules. They are
tried and tested. Assorted templates
and so on of cGXP — crystallised
wisdom — are available off-theshelf. We personalise cGXPs for our
situation. Our cGXPs allow us to
stand on the shoulders of those
predecessors who have already
done the intellectual heavy lifting.
Regulatory authorities demand
cGXP. We feel at home with cGXP.
However, unease stirs. The
concerned include medical
practitioner Brian Edwards (chair)
and ergonomist Helen Vosper of the
Pharmaceutical Human Factors
Sector Group of the Chartered
Institute of Ergonomics and Human
Factors and other pharmaceutical
specialists. Arguably, industrial
pharmaceutical quality is “flat
lining” on a plateau.
Mountains

We have quality mountains to
conquer. Psychologist / systems
scientist Erik Hollnagel said in 2014
that our familiar strategy has been

termed “Safety 1”. It has served us
well. But to ratchet up quality
further, we also need Safety 11”.
What does that look like?
A team have worked together for
years. They cooperate instead of
competing. They look after each
other. They devise a “workaround”.
That emerges in the “real world” of
industrial pharmacy, not the “world
as imagined” of Safety 1. Today, the
pharmaceutical industry is variable,
complex and has technology so
rapidly developing that some
situations cannot be specified by
procedures. Economic competition
from, for example, Asia, may be an
existential threat. Staff feel rushed.
Just as “Safety 1”, magisterially
weeds out the small minority of the
substandard, “Safety 11” can create,
as a property that can only emerge
from the (whole) system, a small
minority of the superlative.
Substandard and superlative
represent the two tails of the
Gaussian distribution curve of
quality. Most industrial pharmacy,
including manufacturing and
research and development, is in the
large middle bulge. Safety 1 has
established that core. However, I
argue that we can do better by also
bearing Safety 11 in mind.
Safety 1 perceives humans as
fallible error makers. A workaround,
if admitted, is frowned upon. It may
precipitate reams of planned
deviation paperwork.
Golden nugget

Safety 11 enthusiasts are mindful
that workarounds, especially if too
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frequent, long, or combined with
certain other factors, may introduce
new risks. However, a workaround
may be a golden nugget of
excellence. Only flexible humans,
using their capabilities, capacities,
competences and flexibilities, can
mine. Study the incident to nail the
factors connected with an excellent
outcome. Intelligently re-design the
whole system. That, enthusiasts
believe, will shift the quality curve
towards excellence. Its core will
deliver many (small) enhancements:
a substantial harvest.
The FDA have published a white
paper about human factors and
manufacturing which has been
overshadowed by the similar
application of human factors to
medical devices. The MHRA
inspectorate publish a blog where
they say that human factors are
critical to data quality but do not
name “Safety 11”. The importance
of human factors, I suspect, is
appreciated by many in the
pharmaceutical industry. Some,
however, may be concerned. Does
Safety 11 complicate the
comparatively simple cGXP
message, riveted meticulously into
the industrial pharmaceutical
worldview, that Safety 1 teaches?
I do not know of any company that
systematically or corporately
embraces Safety 11, yet. Could your
company be the first?
Robots and AI, by the way, are
incapable of Safety 11, yet.
Malcolm E Brown
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events
MARCH 2019
4-5 March 2019 – San Diego, CA,
USA
World Biosimilar Congress USA
2019
www.terrapinn.com
5 March 2019 – Preston, UK
Dissolution testing: current and
future considerations
www.jpag.org
6-8 March 2019 – Frankfurt,
Germany
Annual Meeting of European
Federation for Pharmaceutical
Services (EUFEPS)
www.eufepsannualmeeting2019.org
11-13 March 2019 – San Diego,
California
2019 PDA Annual Meeting
www.pda.org
13-14 March 2019 – Milan, Italy
20th Annual Clinical Trial Supply
Europe
www.arenainternational.com/ctseurope
18-19 March 2019 – Paris, France
15th International Conference
on Nanomedicine and
Pharmaceutical Nanotechnology
www.osa.org
18-20 March 2019 – Edinburgh,
UK
17th International Conference
and Exhibition on
Pharmaceutics & Novel Drug
Delivery Systems
www.novel-drugdeliverysystems.pharmaceuticalconferenc
es.com
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27-29 March 2019 – Barcelona,
Spain
24th Congress of the EAHP
www.eahp.eu
28-29 March 2019 – Sydney,
Australia
ICMDDD 2019: 21st Int
Conference on Medical Device
Development and Design
www.waset.org

APRIL 2019
3-4 April 2019 – Knutsford,
Manchester, UK
Aseptic Processing Workshop
http://phss.co.uk
9-10 April 2019 – Dusseldorf,
Germany
2019 Pharma Congress:
Production and Technology
www.pharma-kongress.com
10-12 April 2019 – Oxon Hill,
MD, USA
World Orphan Drug Congress
USA 2019
www.terrapinn.com
14-17 April 2019 - Washington
DC, USA
World Vaccine Congress
www.terrapinn.com
15-16 April 2019 – Berlin,
Germany
12th European Biosimilars
Congress
www.biosimilarsbiologics.pharmaceuticalconferen
ces.com

25-26 March 2019 – Bologna, Italy
3rd European Conference on
Pharmaceutics
www.europeanmeeting.org

15-17 April 2019 – Philadelphia,
PA, USA
World Drug Safety Conference
Americas 2019
www.terrapinn.com

25-26 March 2019 – Milan, Italy
4th World Congress and Expo
on Pharmaceutics and Drug
Delivery Systems 2019
www.scientificfederation.com/pha
rmaceutics-2019

28 April – 1 May 2019 –
Washington DC, USA
16th Annual World Health Care
Congress
http:/www.worldhealthcarecongre
ss.com

30 April – 1 May 2019 –
Coventry, UK
Making Pharmaceuticals
Conference
https://www.makingpharma.com/

MAY
6-9 May 2019 - Athens, Greece
6th Annual International
Conference on Pharmaceutical
Sciences
http://www.atiner.gr/pharmako
6-10 May 2019 – Long Beach,
CA, USA
2019 PDA Biopharmaceuticals
Conference
www.pda.org
7-10 May 2019 – Lisbon, Portugal
Respiratory Drug Delivery (RDD)
Conference 2019
www.rddonline.com
15-17 May 2019 – London, UK
World Advanced Therapies and
Regenerative Medicine Congress
www.terrapinn.com/congress/adv
anced-therapies
15-17 May 2019 – London, UK
World Precision Medicine
Congress 2019
www.terrapinn.com
20-22 May 2019 – Zurich,
Switzerland
21st Annual European Pharma
Congress
https://europe.pharmaceuticalcon
ferences.com/

JUNE 2019
17-18 June 2019 – Stockholm,
Sweden
7th European Biopharma Congress
www.biopharmaceutics.pharmace
utical conferences.com

SEPTEMBER 2019
22-26 September 2019 – Abu
Dhabi, United Arab Emirates
79th FIP World Congress of
Pharmacy and Pharmaceutical
Sciences
https://abudhabi2019.congress.ph
armacy

european INDUSTRIAL PHARMACY February/March 2019

• Issue 39

