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Linking POM to P to PIL ~

The UK agenda for the EU self-care

revolution

Dr John Blenkinsopp, Senior Research Fellow,
Department of Medicines Management, Keele University

j-blenkinsopp@doctors.org.uk

With the UK assuming Presidency of the EU in June 2005, it is clear
that Ministers must have been proposing for some time to No 10
topics on which they wish to lead during this “time in the spotlight”.
High on the health agenda has been the relatively quiet revolution
of medicines deregulation occurring in the UK, commonly known as
“POM to P switching"”. The reclassification of prescription medicines
from Prescription Only Medicines (POM) status by making them
available through pharmacies without a prescription (P medicines)
provides the potential opportunity for consumers to purchase a wider
range of medicinal products for self-care.

The two major POM to P switches in the UK in 2004 were the first
proton pump inhibitor; omeprazole and the first statin, simvastatin. It
looks as though 2005 will be busy as well, with chloramphenicol eye
drops in train and a number of other major switch applications soon
to become public.

In this article | will attempt to expand upon both the theory and
practice of POM to P switching and will then explore an imminent
change to Patient Information Leaflets (PILs); the requirement for user
testing, which will impact on potential switch applications.

The explicit policy in medicines licensing and relicensing in Britain and
throughout the developed world is that a medicinal product should
be made freely available to patients unless a case can be made for its
availability being restricted. Cost and convenience seem to be major
factors in determining whether, given the choice, patients purchase a
medicine over the counter or obtain it on prescription. With current
arrangements, exemption from prescription charges provides an
incentive to continue to obtain products on NHS prescription even
when they are available over the counter (OTC).There is therefore
no simple relationship between the availability of OTC medicines and
the level of prescribing of deregulated products. The appropriate use
of such medicines (particularly those that have only recently been
deregulated) places a burden of care on community pharmacists and
calls for closer working relationships with general practitioners and
other members of the Primary Care team.

The main ground for restriction of a medicine’s availability is safety.
But safety is not simply an intrinsic feature of the drug. It can arguably
be achieved by providing better information to the patient. In
Australia, for example, it was thought that beta agonists for asthma
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treatment could safely be supplied over the counter if pharmacists
were required to provide additional information. Similarly, those
arguing for oral contraceptives (OC) and emergency hormonal
contraception (EHC) being available over the counter predicate their
argument on the provision of better information to the patient. The
Medicines and Healthcare Products Regulatory Agency (MHRA) now
puts great emphasis on the provision of information for patients in its
assessment of applications for drugs to be switched from prescription
only to pharmacy status.

The UK Government clearly considers one of its priorities to be the
expansion of the range of medicines that pharmacies can provide
without prescription. In its document “Building on the Best”, published
in February 2004, the Government commits to doubling the rate of
switches from five per year to ten per year

In the same document, over-the-counter simvastatin is raised as an
example of the UK bringing a “world first” switch which marked a
major step in the Government's commitment to expand the range
of medicines available for self-medication towards longerterm,
chronic conditions and preventive therapies. Indeed the document
goes on to list conditions that might be amenable to treatment
without the involvement of the GP These include chronic migraine,
gastrointestinal conditions, skin conditions, asthma, pain management
and eye infections.

Clearly this list was carefully selected and one can speculate that
cardiovascular disease reduction medicines (including those for
hypertension and diabetes management), asthma treatments such as
inhaled steroids and beta agonists and chronic skin therapies for the
treatment of acne, eczema and psoriasis might all be possible switch
candidates.

In 2002 the Application for Reclassification of a Medicine (ARM)
procedures were introduced to facilitate and streamline potential
POM-to-P switches. The recent ARM 25, for chloramphenicol eye
drops indicates the Government's commitment to the delivery of
effective medicines, including antibiotics, if necessary, to further the
self-care revolution. In addition, NHS minor ailments schemes and
patient group directions (PGDs) allow pharmacies to supply both
OTC and prescription medicines without the need to involve the
GP in consultations. The future will now also increasingly see an
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expanding range of health care professionals, including pharmacists,
who can prescribe within the NHS.

As stated previously the main ground for a medicines restriction as a
POM is safety. But the safety of a medicine requires an evaluation of
the molecule itself, how it is to be used as a medicine, how it could
be misused and how safety could be enhanced by providing better
information to the patient. With regards to the last of these points,
the MHRA, as stated previously, will now put greater emphasis on the
provision of information for patients in its assessment of applications
for drugs to be switched from prescription-only to pharmacy status.
This includes information supplied in the PIL and how pharmacist
training will be undertaken to advise patients appropriately.

Medicines deregulation is occurring against a background of pressure
on the drugs bill. Self-care and self-medication with non-prescription
medicines may have been seen by the Government as an opportunity
to shift costs out of the NHS and onto the consumer. However; it
can also be seen as a way of empowering patients and offering them
more choice; another key New Labour policy objective. In addition,
increasing pressure on NHS prescribing costs has encouraged
pharmaceutical companies to protect their markets. Reclassification
of a medicine not only creates potential new business in the non-
prescription marketplace but can also promote an existing branded
medicine that is also available on prescription.

Some, but not all, pharmaceutical companies have embraced the
opportunities offered by self-medication, particularly at this time when
the rate of discovery of new chemical entities is waning. However,
although it may be relatively straightforward for some products to be
moved from POM to P it can be far more difficult for companies to
make a return on investment in this area. Nonetheless, with careful
attention to the critical success factors the business case for many
switches can be made.

Indeed, once a molecule’s patent has expired it should be remembered
that companies other than the original discoverer could facilitate
its switch from POM to P One example of this is the switch of
omeprazole in 2004. Here the discoverer (AstraZeneca) did not
switch the molecule in the UK. This was undertaken by Galpharm
and a branded version of omeprazole was subsequently launched by
GSK as part of its branded range of antacid products which includes
ranitidine. Indeed, it has been speculated that a number of “new
players” will enter the OTC market. These might include European
generics manufacturers, who are currently losing markets to Asia
and “start up” companies backed by venture capital who see the
commercial opportunity of some switches.

The Royal Pharmaceutical Society of Great Britain (RPSGB) has also
promoted the concept of POM-to-P switching and has actively and
consistently lobbied for moves from prescription-only medicine to
pharmacy status. This has been undertaken in a responsible manner
and has addressed any issues that such moves might raise. The Society
also provides practice guidance to assist pharmacists in the appropriate
use of newly switched medicines. This, together with training provided
by the Centres for Pharmacy Postgraduate Education (CPPE), helps to
ensure that medicines are managed appropriately. The UK is unique
in having a training mechanism to reach all community pharmacists.

This provides reassurance about the required pharmacist education.
Indeed, the CPPE in England ran a module in 2004 on managing
POM-to-P switches which aims to help pharmacists collate the
knowledge and skills required for a new POM-to-P switch.

A number of concerns from various quarters have been raised
about reclassification. The 2004 Consumers’ Association Which?
magazine report on community pharmacy suggests that some
pharmacists are not managing their current P medicine portfolio
optimally. However, there is some evidence to suggest that EHC is
a good example of a POM-to-P switch that has been handled well
by the profession. Companies planning new switches should learn
from both the mistakes made in the past and from good examples.

Most major switches include a period of public consultation during
which the MHRA invites comment from interested parties. It is always
illuminating to see how other professional bodies view pharmacy
and the capabilities of pharmacists. These comments have not, by
and large, prevented too many switches and are unlikely to do so in
the future unless major new safety issues are raised. However; the
profession is under scrutiny at the moment to see if it can rise to meet
the challenges and opportunities of the current wave of switches
and | anticipate a number of new “mystery shopper’” initiatives.
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By and large the safety record for switched medicines remains
unblemished. It should, however, be noted that some early
POM-to-P switches (astemizole and terfenadine) did revert to
POM status. These instances serve as a reminder that new
medicines should serve a sufficient period as POMs to allow for
any unexpected side effects or interactions to reveal themselves. It
would be most unusual for a medicine still in the “black triangle”
phase of its life cycle to be considered suitable for switching.

Not all pharmacists are sure that medicines reclassification is a good
idea. A number of valid concerns have been raised by members of
the profession and these issues must be addressed to ensure that
the profession is on board with any changes. In particular; systems
for referral and for recording details of both prescribed and over the
counter medicines need to be developed, a direct route needs to
be established for patients to report adverse drug reactions to over
the counter products and PILs should both improve in quality and be
“user tested".

In the UK it is anticipated that user testing of certain PlLs will become
mandatory in June 2005, a few months ahead of the rest of the EU
and, perhaps not coincidentally, just at the same time that the UK
assumes Presidency.

PILs are an integral part of the Marketing Authorisation (MA) of a
medicinal product. They are important for the safe use of the medicine
and are the “public face” of the Summary of Product Characteristics
(SmPC) and the MA Holders themselves. All medicines are required
by law to to be accompanied by comprehensive information and
although this is intended to supplement the information provided
by the health care professional, the information nevertheless must
be accessible and understandable to those who receive it so that
medicines can be used both safely and appropriately. User testing
of PILs can help with this and will soon become a legal obligation of
MA Holders.

The legal basis of user testing lies in Title V of Council Directive
2001/83/EC. Article 59(3) notes that the PIL shall reflect the results
of consultations with target patient groups to ensure that it is legible,
clear and easy to use. In addition Article 61(1) requires that the MA
Holder submits results of such user tests to the competent authority
for consideration as part of the approval of the PIL.

Readability formulae have been used to match the reading difficulty
of documents with the reading skills of users. Most formulae combine
several parameters such as the length of sentences and words, word
frequency and rarity. Examples include the Flesch Reading Ease
Index and the Simplified Measure of Gobbledygook (SMOG) Test.
However, such tests are content based and focus on words not the
people taking the medicines. No account is taken of the complexity of
meaning within a piece of text, the layout, size of text or other factors
which could affect the users' ability to assimilate the information.

Readability testing, alone, is therefore not considered to be appropriate
in meeting MA Holders' legal obligation to undertake user testing of
their PILs and will not be acceptable to the MHRA (in the UK for
example) as sole evidence within an application of either a Marketing
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Authorisation or a variation to an existing authorisation (eg, an ARM
— POM to P switch).

User testing was first proposed in the early 1990s in Australia. It is
performance based and relies on outcomes which will identify barriers
to people’s ability to use the information presented in the PIL. User
testing is a development tool which is flexible and aims to identify
whether or not the information, as presented, conveys the correct
messages to those who read it. Testing itself does not improve the
quality of the information but will indicate where there are problem
areas that should be rectified. This is particularly powerful when used
as part of an iterative leaflet development process.

The term “user testing” was first adopted by the EC in 1999 in
the Guideline on the Readability of the Label and Package Leaflet
of Medicinal Products for Human Use. This guidance proposes a
particular method of diagnostic testing of PILs but recognizes that
other performance-based methods may be valid and the MHRA has
indicated that it would be willing to judge these methods on a case-
by-case basis.

Many pharma companies will not have the expertise of user testing
and will have to rely on organisations experienced in this type of work.
Experienced interviewers will have good interviewing, observational
and listening skills. Nonetheless the person responsible for drafting the
PIL text should be closely involved with the testing so that they may
learn what works and what does not.

Where possible the subjects for “user testing” should cover the
breadth of different people that might normally use the medicine. For
example, PILs for products for the treatment of vaginal thrush should
be tested on women. Similarly, medicines for the elderly should have
their PILs tested on older people.

Subjects who potentially have the most difficulty with written
information are valuable. If the information performs well with the
least able, it will be beneficial for all users. Subjects could be recruited
from patient support groups, self-help groups and older people’s lunch
clubs. It is not necessary for the subjects to have the illness which the
medicine is used to treat. Subjects who might reasonably be expected
to have the illness in the near future would be acceptable.

While specific information on user testing procedures by testing
companies is confidential, in general, user testing would involve
structured interviews (of approximately 12-15 questions) with
subjects in batches of ten. This is sufficient to identify potential
problems, implement changes and then re-test.

A satisfactory test outcome is when 90% of literate subjects are able
to find the information requested in the PIL and 90% should be able
to explain the information in their own words. The protocol for each
product’s PIL will be different and a valid test will include difficult
questions and rigorous assessment criteria. In addition, the questions
should reflect the specific safety issues related to the medicine being
tested. Avoiding safety, or other pertinent, issues could invalidate the
test.

The user test should take no longer than 45 minutes and the protocol
should have a balance of specific and general questions. These should
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be randomized and not appear in the same order as they appear on
the PIL. The protocol for the test should include a set of expected
correct answers. Copies of the protocol and questions asked should
be submitted to the MHRA along with the responses offered, the
reviewer's written observations and the different versions of the PIL
tested.

There will be a transitional period for existing MA Holders to
undertake user testing. It is anticipated that over the period 2005
to 2008 all PILs will gradually fall into line with the requirement to
reflect user testing. From June 2005 it is anticipated that all switch
applications, together with new chemical entities, medicines with a
novel presentation and/or formulation and medicines with critical
safety issues will be required to have had their PIL user tested.

[t should be remembered that it is not just PlLs that can be user
tested. Product packs and other promotional items can also be
user tested. This could be useful in marketing terms as well as in
the regulatory arena. Would it not be valuable to know that if your
customers look at the pack they understand what your product is for,
how to use it and also when not to use it?

Certainly it is clear that, in the UK, from mid 2005, POM to P
switching and user testing of PILs will have become inextricably linked.
The level to which this UK agenda will be accepted by the rest of the
EU is debatable. The development of self-care in mainland Europe
has not been as fast as expected for a number of reasons. These
include: a reluctance on the part of governments, opposition from
prescribers and a cautious attitude to switching by medicines agencies.
Nonetheless the “prize” of self-care is well worth having. It has
been estimated by the Association of the European Self-Medication
Industry (AESGP) that if just 5% of prescribed medicines were shifted
to self-medication the total annual savings throughout the EU's 25
Member States would be Euros 16.4 billion.

In addition to his work at Keele University Dr Blenkinsopp is also the founder of
Blenkinsopp Pharma Consultancy (www.blenkinsopp.co.uk) and a Non Executive
Director of LUTO Research Ltd, a company specializing in the user testing of PILs
(www.luto.co.uk). This article draws, in part, from a paper by the author published
in the Pharmaceutical Journal in 2004. Dr Blenkinsopp is helping with a number
of POM to P switches and was involved in the switching of omeprazole, and
simvastatin.
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