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Summary

The Quality Review of Documents (QRD) Working Group published the draft of an updated
QRD product information template on 23™ of February 2010 [1]. Most new recommendations
affected the package insert.

Some of the template adaptations provided are assessed to be helpful, but others, such as
the increase in the volume of text due to more general text modules and the differentiation in
the side effect chapter, will significantly impair package inserts. In this statement we
endeavour to explain our assessment based on research studies and practical experience
gained over ten years as a package insert readability test provider.

Based on the explanations and facts provided below, we recommend a significant
compression of the QRD template wording for package inserts so as to retain the focus on

the essential need to inform patients about their medicines.

This statement was prepared by:
Name; Dr. Jbrg Fuchs,
pharmacist and managing director of PAINT-Consult ©,
member of research staff of the Department of Drug Regulatory Affairs at the

Institute of Pharmacy, University of Bonn

Date: Jena 26™ of April 2010

Signature: e,
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1 Introduction

The QRD product information template has provided, for a long time now, a text frame for the

SmPC, label and package insert that is valid in all European Union member states. Whilst

acknowledging that some parts of this template could be improved, we assess the QRD

template as a very helpful conduit for providing medical information because it:

* harmonizes information order and the texts for different medicines in all European Union
member states and their connected countries

» assists patients and healthcare professionals to locate the medical information provided,
due to the uniform headings, content and general texts
If, for example, United Kingdom residents who sometimes use a pain killer at home are
required to purchase it while in another European Union Member state, such as Ireland or
Spain, they will find identical wording and order in package insert information in each
country. In addition, given that this template is used for all medicines sold within the
European Union, patients of each member state are already familiar with the text used
and the order of the information.

e supports pharmaceutical companies and medical approval agencies developing and

assessing the required medical information

Considering the QRD template’s special importance, ongoing enhancement is essential. We
at PAINT-Consult® embrace the QRD Working Group’s publication of the draft of the updated
template for discussion and to encourage feedback with the aim of achieving the most
appropriate version. We wish to contribute to this process, bringing our experience of over
ten years with package inserts - including their readability tests - and our research results

gained through multiple studies of this field.

2 QRD template’s volume of text

One of our most recently completed surveys, the PAINT2 study, investigated 271 package
inserts, representing a random sample selected from all medicines distributed on the
German market in the year 2005. We found an average volume of text of 2005 words per
package insert and a significant text increase of 63.3% during the last five years (p<0.001).
Additionally, the QRD and national template texts used in package inserts, also showed a
significant rise over this period of 25.1% (p=0.002), to an average of 361 words [2].

However, the current QRD template already carries over 500 words [2], a burden on this
framework caused mainly by the failure to limit the amount of unspecific information about

the medicine.
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The PAINT1 study results show that the volume of text exerts a very high influence on a
patient's use of package inserts. This study investigated five original package inserts
distributed on the German medicine market alongside five model package inserts using the
written readability test in a cross-over test design with 1105 participants. The outcomes
clearly illustrate that increasing the volume of text significantly decreases patients’

¢ ability to locate the provided information

e motivation to read the package inserts

e trust in using the medicines after reading the package inserts [4, 5].

The five model package inserts were developed prior to the PAINT1 study using a set of over
one hundred quality criteria. They contained the same contents required to sufficiently inform
patients as their corresponding original versions, however, using compressed texts with
optimized layout and design. Also their template text was compressed to around 200 words.
The results indicate that shorter templates are sufficient and lead to significantly better

results in the locatability and comprehensibility of the provided information [4, 5].

Our company’s most recently completed study, called PAINT3 study, investigated all
271 PAINT2 study package inserts using the written readability test (n = 5091 participants).
The results, identical to the PAINT1 study, show that a continuous increase in the volume of
text significantly and continually decreases: the motivation to read the information, the trust
in using the medicines, the locatability and also the comprehensibility of the provided
contents [6].

Furthermore, in the PAINT3 study, we tested eight different model package inserts types,
each of three different medicines. The eight different models per medicine contained
identical wording, line length and many other identical parameters, with the exception of two
which contained the QRD template text (version 1.2 for MRP and DCP procedures) [3]

instead of a shorter model text frame of around 200 words (figure 1).



Figure 1: Two examples of the model package insert types investigated in the PAINT3 study
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QRD text template (page 1)

template in comparison to the shorter model template in:

locatability of information

comprehensibility of information

patients’ opinions about the package insert, such as motivation to read the information,

user trust in the medicine
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Moreover, figure 2 and table 1 clearly show that patients require significantly less time to
locate information if using the shorter model text template, in comparison to the QRD. The
difference was on average 18 % (p = 0.01, Mann-Whitney U test).

Furthermore, table 1 illustrates that the use of the shorter model template reduces the
percentage of information incorrectly understood. Even when not significant, the model text

frame produced, on average, 29 % better results.
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Figure 2: Time needed to locate all 25 tested key messages of different package inserts

when using a model text template in comparison to the QRD text template



PAINT-Consult®

Table 1: Comparison of the use of the QRD template with a model template for the time

taken to answer 25 questions relating to the package insert contents and the

percentages of incorrect answers relating to information found, itemized per model

package package insert investigated in the PAINT3 study

Model Time to answer 25 Percentage of Number of words Number of

package guestions relating | incorrect answers participants

insert type to the package relating to the 25
insert content content questions
[min] [average]
model text QRD model | QRD text| model | QRD text| model |QRD text
template text text template text template text template
template | template template template

Repaglinide, | ;g , 20.0 7.0 13.4 682 1093 17 15
colour
Enalapril, 185 25.0 6.6 12.7 849 | 1333 16 16
colour
Insulin, 25.0 25.0 10.2 14.9 835 1265 17 16
colour
Repaglinide, | g 22.0 93 9.0 682 1093 16 16
black/white
Enalagpril, 16.7 20.0 10.7 12.4 849 1333 16 16
black/white
Insulin, 178 21.2 16.4 15.4 835 1265 15 16
black/white
Average 18.8 22.2 10.1 13.0 789 1230 16 16

Considering the findings relating to the volume of text described here, the draft QRD

template will impair package inserts in this very important key aspect, as the suggested text

frame contains much more than 700 words.

Intensive further text increase has to be

expected due to the huge amount of additional information recommended in the green
highlighted parts of this draft.

The resulting package inserts will continue to move further away from that which patients

and healthcare professionals expect: short package inserts limited to the essential points [7,

8]. Significant reductions in the locatability and usability of the provided package insert

contents will be the outcome, should this draft come into force without the necessary

decrease in the number of words and postulated information contained therein.
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Appropriate options for reducing the volume of text contained in the draft and current QRD

templates [1, 3], without loss of information that is really necessary for patients include:

e avoid repetitions

« delete the entire information box at the beginning of the package insert, particularly as
most of these contents are repetitions

* delete the list of information
For example, PAINT3 study participants who tested one of the 61 package inserts that
contained an index displayed no advantage in locating and understanding the
information in comparison to those who used the remaining 210 leaflets without an index
[6], even though some patients assessed an index in readability tests as helpful. Special
emphasis on the headings and use of a clear layout and design is a very appropriate
alternative [4-6].

« avoid long sentences

e avoid unnecessary text modules

Furthermore, no clear evidence-based research is available to prove that the information box

is really necessary for patients. Moreover, eliminating the entire text between the medical

name and the first chapter as per figure 1a), significantly improves package inserts as shown

in both the PAINT1 and PAINTS3 studies (figure 2, table, [4-6]).

Apart from the aspects provided in the five bullet points, the draft QRD template contains

many other issues, such as relaying the subdivision of possible side effects in three lists,

which will obviously increase package insert’ texts. This suggestion should be avoided given

that no evidence-based research exists to prove that this recommendation is essential and

better options are available which achieve identical aims without further text increases (See

chapter 3.4).

3 Package insert chapters

Whilst acknowledging the limitations of some parts of the existing QRD template it remains

important not to permanently change the template wording because:

* it takes a long time for patients to become familiar with the current text frame, particularly
if they do not use medicines regularly

e it is well-known that such text changes take some years to appear in all medicines
already distributed on the market

e itis impossible for the QRD template wording to meet the requirements of every medicine
and the opinion of every person

* new guideline requirements usually cause more frequent discussions at the beginning of
their implementation between the pharmaceutical companies, consultants and agencies

about their correct interpretation
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Furthermore, the changes recommended in the draft are not based on evidence-based
research. Indeed feedback from user tests and user opinions can be helpful in detecting
weaknesses in a package insert and the QRD template, but these cannot supplant
systematically acquired results or controlled trials.

Therefore, new texts or text changes should only be made in the template when absolutely
necessary, with the exception of condensing the volume of text. Additionally, the updated
QRD template instructions should be simple and short as generally recommended. This will
best support package inserts and their use by patients, including the case of the

implementation of the new requirements.

In the following we will provide further details about selected important aspects of the

suggested QRD template changes.

3.1 What Xis and what it is used for

The QRD template draft suggests that chapter 1 should, in the future, provide a huge amount
of additional information. These are not all compulsory requirements according to Directive
2001/83/EC amended by Directive 2004/27/EC. With the exception of some short beneficial
information, every new addition cannot be assessed as sufficiently necessary to recommend
its inclusion as part of the QRD template. Furthermore, they will extend the volume of
package insert texts prompting the negative results as already described in chapter 2.

Therefore, these recommendations should be excluded here.

For example, the recommendation to provide the active substance names at the beginning of
chapter 1 cannot be condoned as it is unnecessary here and already contained twice in
package inserts — under the name of the medicine at the beginning of package inserts and in
chapter 6.

The additional explanations relating to the pharmacotherapeutic group and indication also
lend weight to expectations of a further text increase in chapter 1 in the future. Therefore,
they too cannot be positively received.

Information relating to the user group, including the relevant age range, is often also required
in chapters 2 and/or 3. Further repetitions are frontloaded if this information is to be generally

provided here.
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3.2 Before you take X

The new heading ,What you need to know about X" is a backward step as it fails to explain
to the patient what they will find under this heading. For example, information such as the
indication, dosage instructions, possible side effects and storage conditions are also
contents which patients need to know about the medicine. Therefore, the previous heading
of version 7.2 should be retained as it better explains what subsequent paragraphs might

contain.

The new special warning/precautions heading “Warnings and precautions: Talk to your
doctor <or pharmacist> before taking X if:” is longer than the previous version. Informing the
healthcare professionals represents important information for patients and an improvement
on the previous unspecific “Take special care heading”. This is an appropriate optimization.

However the heading should be reduced to the following: “Inform your doctor <or
pharmacist> before you take X if”. This measure will bring the heading in line with the

consistent form of other headings.

Information relating to children should be limited to mentioning the relevant aspect and the
required actions. In some cases, further explanation might be helpful for patients; however,
they should only be provided where absolutely necessary and limited to the essential

required texts.

Under the heading “Taking other medicines” the draft recommends: “Reference should be
made to the intensification/weakening and the extension/shortening of effects.” A general
recommendation of this information must be assessed as inappropriate as it once more
increases the volume of package insert texts.

The interaction section should be restricted to the essential points: mentioning the medicines
that cause interactions and the required actions should interactions apply to patients.
Informing patients about the results of interactions should only be done in cases where really
necessary as, according to our studies’ results, this information can cause patients to adapt
the dosage of their medication themselves. This presents a particular safety risk, as patients
are not possessed of the knowledge a doctor or pharmacist has regarding the medical

therapy.

Furthermore, in the interaction section, the draft of the updated QRD template recommends
using text brackets for explanation. Already, general recommendation exists to avoid these
whenever possible and they are not necessary here for providing explanations relating to the

medicines mentioned.
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In addition, the general advice to inform healthcare professionals should interactions occur is
extended to a sentence containing 44 words. Also here, the draft is in conflict with the
readability guideline which explicitly states: “Long sentences should not be used.” [9]. Indeed
most patients will not know that products like dietary supplements or minerals can result in
interactions with other medicines. In addition, other medicines in everyday use, such as
contraceptive pills, are mostly not considered by medical laymen to be medicines which
would have interactive potential. However, it does not make sense to provide a general list of
all product groups which might be applicable for interactions. Therefore, if vitamins, minerals,
herbal medicines or dietary supplements are known to cause interactions with a specific
medicine, they must be mentioned in the list of interactions, but not generally in every

package insert.

Providing general information relating to “fertility” is another aspect which extends package
inserts. Again, where this is important for a specific medicine the appropriate information

should be provided in chapter 2 on a case by case basis, but not in all package inserts.

3.3 How to take X

Many adaptations concerning this package insert chapter can be assessed as helpful for
patients, such as clarifications relating to the dosage instruction, method and duration of use.
However, awareness must be maintained that information provided here should be short and
limited to the essential points. Therefore, the general advice at the beginning of the dosage
instruction section should be not extended as, for example, is done for medicines available
only on prescription. A shorter suggested text is:

“Always use X as described in this leaflet or by your healthcare professional. The

recommended dose is:”

3.4 Possible side effects

Providing side effects with their frequencies is a wise recommendation and supports patients
in correctly classifying their importance [5, 10]. This applies also to providing information
about their severity.

However, general division of the side effect section into three parts a) most serious side
effects, b) side effects which should be discussed with healthcare professionals as soon as
possible and c) other side effects; and additional further subdivision of those affecting
children cannot be assessed as appropriate. This recommendation will lead even more
frequently to repetitions and increases in the volume of text. Furthermore, it creates three or
more levels of subdivisions which are not recommended according to the readability

guideline [9].

10



PAINT-Consult®

A general list of all side effects according to their frequencies is more appropriate. Severe
side effects or those which require a patient to immediately contact the doctor should be
highlighted in this list. Information about the side effects occurring in children can also be
included and emphasized in this list if their importance makes it really necessary. This form
of side effect presentation has been repeatedly successfully tested in our readability tests
over recent years and is accepted by the agencies. Furthermore, it avoids repetitions and a

complicated subdivision system of the side effect chapter 4.

3.5 How to store X and further information
The few changes made in the package insert chapter 5 are acceptable. However, if
agreement can be reached between all parties involved in the package insert field, the text

provided for chapters 5 and 6 should also be compressed wherever possible.

Also the suggested wording of the chapter 6 heading “What is in the pack and further
information” is appropriate as it more clearly informs patients as to what they will find in this
chapter.

However, separating excipients, e.g. in tablet core and tablet coating, is not relevant for
patients and therefore inappropriate for package inserts. It is irrelevant for patients in which
part of the tablet an ingredient is if he/she has an allergy or hypersensitivity to this
substance. It is more important for them to know that this substance is in the medicine.
Furthermore, the SmPC Guideline from September 2008 states that there is no general onus
to provide this separation in the expert information. Why then should it be done in package

inserts?

The current and the newly drafted QRD template states: ,Listing of local representatives is
not a requirement...“. This is an improvement in comparison to the previous templates for
centralised approved medicines. However, it would be more appropriate to generally exclude
the list of 29 local representatives’ addresses from the template as this is less important
information for patients [7]. A reduced number of company addresses — preferably to one per

package insert — would very much compress the text and improve package inserts.

11
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4 Conclusion

Continuous further development of package inserts and the related guidelines are important
to improve this patient information and bring it in line with the actual requirements. However,
many changes provided in the QRD template draft must be assessed as inappropriate,
especially as they will seriously extend the volume of package inserts.

According to the studies of results provided in this statement, the QRD template should be

reduced to those texts and information which are the essential contents.
We would be very happy if this statement supports an improvement in the QRD template.

Gladly, we will provide any further information required, such as study results relating to our

model template, to improve the QRD template and by extension, future package inserts.

12
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