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BABSTRACT

Since the first QRD template was published in 1996, the
number of words used in this text frame of headings and
general package insert texts has increased extensively from
initially less than 100 to over 800 words in the new draft from
July 2012. During development of the 14 versions, headings
and mandatory texts have undergone major changes as well
as their required order defined in Directive 2001/83/EC
amended by Directive 2004/27/EC. The following article inves-
tigates and assesses in detail, changes in the QRD template
for the package insert up to the present day.

BZUSAMMENFASSUNG

QRD-Templates fiir Packungsbeilagen / Entwicklung
vom ersten QRD-Template bis zum neuen Entwurf
vom Juli 2012

Seitdem das erste QRD-Template im Jahr 1996 publiziert wurde,
ist die Wortanzahl dieses Textrahmens von in der Packungs-
beilage einzusetzenden Uberschriften und allgemeinen Texten
extrem angestiegen: von urspriinglich weniger als 100 auf iiber
800 Worter des neuen Entwurfs vom Juli 2012. Wihrend der
14 Templateversionen hatten die Uberschriften und obliga-
torischen Texte viele Anderungen erfahren, wozu auch die in
der Direktive 2001/83/EG enthaltene und durch die Direktive
2004/27/EG angepasste Reihenfolge der Gliederung gehort.
Der nachfolgende Artikel untersucht und bewertet detailliert
die Anderungen des QRD-Templates fiir die Packungsbeilage
bis zum heutigen Tag,

1. Introduction

When Directive 92/27/EEC came into force in 1999, it
became mandatory that a patient information leaflet
was provided with all medicines distributed within the
European Union (EU) [1]. This information - also known
as the package insert - should enable patients to use their
medicines properly and create awareness of when to seek
further medical advice.

Pharm. Ind. 74, Nr. 9, 1540-1549 (2012)
© ECV - Editio Cantor Verlag, Aulendorf (Germany)

With the intention of harmonising the structure and
content of this product information, the Working Group
on the Quality Review of Documents (QRD) was estab-
lished in June 1996 by the European Medicines Agency
(EMA) [2] which published the first edition of the QRD
template in the same year covering the summary of prod-
uct characteristics, labelling of the product and the pack-
age insert of medicines. Twelve updates followed for med-
icines approved via the centralised procedure up to the
latest draft version in July 2012. A slightly modified ver-
sion is available for mutual recognition (MR) and decen-
tralised procedures (DC), the only differences being the
absence of the Marketing Authorisation Holder’s (MAH)
local representatives address list and other further infor-
mation in the last section of the package insert [3]. More
extensive templates are also provided for certain product
groups such as radiopharmaceuticals [4].

The QRD template itself is a text framework which
provides headings for paragraphs and sub-paragraphs
including standard statements applicable for the broad
range of distributed medicines. Medicine specific infor-
mation is inserted into this text frame by the pharmaceu-
tical company.

The QRD template is available in the 22 official EU
languages with the addition of Icelandic and Norwegian
and aims to support the pharmaceutical industry in pro-
viding user friendly product information. Using this tem-
plate has the advantage that patients find identical stand-
ardised headings and general texts, including the same
order of information, in
package inserts in each
European Union member
state plus Iceland, Liech-
tenstein and Norway [2].

According to the “Con-
solidated versions of the
treaty on European Union
and of the treaty estab-
lishing the European
community”, article 249,
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the QRD template is only a guidance document and there-
fore not legally required to be implemented into practice
[5]. However, the QRD template states on the first page of
the annotated version 8 that standard statements given in
the template “..must be used whenever they are applicable.”
Deviation is possible in certain cases to accommodate spe-
cific medicinal product needs and will be considered on a
case-by-case basis [10]. Newer versions of the QRD tem-
plate use a bracketing convention and different colour text
for certain information (Table 1).

The QRD template version 8 of the package insert
published in 2011 is the first version that reflects infor-
mation gained from user testing and is based on feedback
from various sources, such as agencies, the pharmaceu-
tical industry and academia as well as patient and con-
sumer groups. Furthermore, the update also takes into
account the new legal requirements which have come
into force since the previous revision. For example, the
package insert now includes information on the benefits
of the medicine, its use in children and a reorganised side
effect section [10]. The above mentioned user testing
results are a collection of reported specific problems
identified in the previous QRD template version 7.3.1.
Implementation of the QRD template published in 2011
should be as soon as possible but no later than 1% July
2014 [6,7]. However, the QRD template draft published in
July 2012 again provides new text as a result of the latest
pharmacovigilance legislation. For the package insert,
this means introduction of a black symbol and a stand-
ardised explanatory statement at the beginning of the
leaflet for medicinal products subject to additional mon-
itoring, and a further paragraph encouraging patients to
report side effects in section 4 [8-10]. In the following
article, the development of the QRD template is analysed
up to the new draft version.

2. Materials and methods

QRD template versions 1 to 7.3 in English were kindly provided by the
EMA, while versions 7.3.1. and 8, including the draft of July 2012, were
downloaded from the EMA website [10,11].

M Table 1

Symbols and text colours used in the annotated
QRD template 8 [10].

Symbol/ Meaning
text colour
{text} Information to be filled in
text Text which must be used
<text> Text to be selected or deleted as appropriate
X “X” stands for the (invented) name of the medicinal
product
[Orange text]| | Cross-refer to the section / information of the SmPC
[Green text] Explanations
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The black QRD template text in English intended for package inserts of
centralised approved over-the-counter (OTC) medicines was analysed
regarding the number of words using the word count tool of Microsoft
Office Word 2007. The bracketing convention allows for large amounts of
black text to be omitted. The minimum word count strictly followed this
principle and all optional information was deleted including storage
conditions in package insert section 5. The maximum word count
showed the number of words when all information possible contained
in the black printed QRD template text is integrated in the package insert.
However, the list of the 29 local representatives was not considered for the
analysis. In cases of “<take><use>” or similar versions, only one word was
counted as only one term should be used in the package insert. In
addition, the number of long sentences, repetitions and abbreviations
used in the black QRD template text was calculated. According to the
readability guideline of 1998, a sentence was assessed as a “long sentence”
if it contained more than 20 words [12]. Furthermore, information in
black text of each section was analysed to illustrate the QRD template
changes and development up to the current date. Text passages coloured
orange or green, as seen in the QRD template text colour convention
illustrated in table 1, were not considered in the investigation.

3. Results

Between 1996 and the new QRD template draft of July
2012, 8 main versions of the QRD template have been
published. Taking into account revisions which were un-
dertaken, the number of adopted QRD templates — in-
cluding the new draft - totals 14.

3.1. Number of QRD template words
The first two published versions of the QRD template
included only twelve section headings which literally re-
flected the information required by article 7 of Directive
92/27/EEC which was in force at that time [1]. No general
advice or subheadings were provided that should be used
verbatim in package inserts, therefore the number of
words used in both template versions was only 94 (Fig. 1).
Although the QRD template version 3 was based on the
same Directive as both predecessors, it had already taken
on a form similar to that which we recognise today using
main and subheadings plus general texts. Apart from that:
e the number of main section headings was reduced to
five,
e the name of the medicine was inserted in template
headings and texts using the placeholder “X”,
e texts to be used optionally were enclosed in pointed
brackets,
e explanations were provided using green ink.
These changes caused the number of words to increase
greatly as seen in Fig. 1 and reflected the package insert
example of the first Readability Guideline which was also
published in September 1998, as was QRD template ver-
sion 3 [12]. The increase in the maximum number of
words was plainly greater than the minimum number
of words as shown in Fig. 1, a situation which applies
up to the new draft published in July 2012.
QRD template versions 4 to 6.1 were published between
August 1999 and July 2004. Template version 6 was the
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Fig. 1: Minimum and maximum words used in the QRD
templates intended for package inserts of centralised approved
OTC medicines.

earliest to include information in the package insert as
required by Directive 2001/83/EC [13]. In version 6.1, or-
ange text was used for the first time to cross-refer to
sections in the Summary of Product Characteristics
(SmPC) which should be reflected in that particular section
in the package insert. The QRD template version 7.0 was
published in 5 different editions between 2005 and 2010
and was the earliest to be available as an annotated and
non-annotated edition on the EMA website. In the advisory
text at the start of QRD template version 7.0 (published
July 2005) it was stated that applicants had to make sure
that the package insert was made available in formats
appropriate for the blind and partially sighted reflecting
article 56 (a) of Directive 2004/27/EC [14]. Furthermore,
the new order of information published in this Directive
was considered, for example, all ingredients had to be
listed in the final section of the package insert instead of
at the beginning. QRD template 8 (published in July 2011) is
the most recent and shows many changes in the package
insert when compared to its predecessor 7.3.1 [10]. De-
tailed explanations are given in green text in all sections
and cross references to the relevant sections in the SmPC
are continually provided in orange. Many more subhead-
ings are present such as regarding use in children and
adolescents reflecting changes which were previously
made to the SmPC in QRD template version 7.3.1. This is
stated in QRD template version 8 to be an attempt to make
it easier for the patient to navigate their way through the
package insert. Pointed brackets are used more frequently
in version 8 meaning that more standard statements are
optional than in previous templates which could result in a
reduction in the minimum number of template words
required for package inserts, but Fig. 1 shows the outcome
to be the opposite.

The new QRD template draft published in July 2012
offers an amendment for medicinal products which are
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subject to additional monitoring. This is in the form of a
black symbol (which has yet to be decided on), and an
appropriate related explanatory text [10]. The infor-
mation box at the start of the package insert should also
include a cross-reference to section 4 to aid the user in
locating possible side effects. A standard sentence in
section 4 further encourages users to report any adverse
reactions. These new text passages are due to the imple-
mentation of the pharmacovigilance legislation and have
again increased the text volume in the template (Fig. 1,
Tables 2 and 5) [8-10].

3.2 Number of repetitions, long sentences and
abbreviations used in the QRD template

Avoid long sentences of over 20 words in length and
abbreviations are two recommendations of the first Read-
ability Guideline of 1998 [12]. Repetitions should also be
eliminated as this leads to an increase in the volume of
text. All versions of the template — except 1 and 2 - use
sentences of over 20 words and recurring information.
While versions 3 to 6.0 only used one repetition of the
same content, this number increased to two in version
6.1, three repetitions in versions 7.0 to 7.3.1 and four since
version 8. A similar trend was seen in the number of long
sentences, with two sentences of over 20 words in QRD
template versions 3 to 6.1 and three in versions 7.0 to
7.3.1. However, version 8 showed an improvement with
only one long QRD template sentence while the draft
published in July 2012 raised this to two.

Abbreviations are only found at the end of the package
leaflet in version 7.0, with “EMEA” and in version 8 “EU/
EEA” (European Union/European Economic Area). The
abbreviation used for the expiry date has also been rec-
ommended since version 7.0.

3.3 Development of package insert sections

in the QRD template

This section demonstrates the development of the QRD
template beginning from its first version up to the new
draft of July 2012 using selected parts as examples.

3.3.1 Information box at the beginning

of the package insert

The first two versions of the QRD template provided no
information box or index for the beginning of package
inserts, but began with all active substances and excip-
ients subsequent to the name of the medicine. From
version 3, an information box was present at the start
of the package insert template which distinguished be-
tween prescription only (Rx) and medicines available
without prescription. The bracketing convention means
that the information can be adapted to the product re-
quirements i.e. to reflect whether the medicine is only
administered by a doctor or bought by the patient. Strictly
speaking, the brackets could also be interpreted to mean
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M Table 2

QRD template texts to be used after the name of the medicine and active substances at the
beginning of the package inserts for OTC medicines. (Changes in comparison to the predecessor

are highlighted in grey.)

QRD template version

3-4 \ 5-6.1 ]

7.0-7.3.1 8

Draft from July 2012

<{Black symbol} This
medicine is subject to ad-
ditional monitoring. This is
to allow any safety infor-
mation on the medicine to
be identified rapidly. You
can help by reporting any
side effects you may get
(see section 4).>

<Read all of this leaflet carefully because it contains important information for you.

Read all of this leaflet carefully before you start
<taking><using> this medicine because it contains
important information for you.

This medicine is available
without prescription, for
you to treat mild illness
without a doctor’s help.
Nevertheless you still need
to use X carefully to get the
best results from it.

This medicine is available
without prescription. Nev-
ertheless you still need to
use X carefully to get the

best results from it.

This medicine is available
without prescription.

However, you still need to
<take><use> X carefully to
get the best results from it.

Always <take><use> this medicine exactly as described
in this leaflet or as your <doctor><,><or><pharmacist>
<or nurse><has><have> told you.

Keep this leaflet. You may need to read it again.

Ask your pharmacist if you need more information or advice.

You must see a doctor if your symptoms worsen or do
not improve after {number of} days.>

You must contact a doctor
if your symptoms worsen
or do not improve <after
{number of} days.>

If you get any side effects,
talk to your <doctor><,>
<or><pharmacist><or
nurse>. This includes any
possible side effects not
listed in this leaflet.

If you get any side effects,
talk to your <doctor><,>
<or><pharmacist><or
nurse>. This includes any
possible side effects not
listed in this leaflet. See

section 4.

If any of the side effects
gets serious, or if you
notice any side effect not
listed in this leaflet, please
tell your <doctor><or>
<pharmacist>.>

You must talk to a doctor if you do not feel better or if
you feel worse <after {number of} days>.>

that the entire box is optional which would cause a re-
duction of around one hundred template words. The
wording in the information box is the same in versions 3
to 6.1. Following some changes, versions 7.0 to 7.3.1 were
also identical. However, differences are seen in the infor-
mation box depending on whether a product is OTC or
Rx. In version 8, a user who has been prescribed a med-
icine is told to ask a doctor, pharmacist or nurse for more
information, whereas the consumer of an OTC prepara-
tion is only told to consult a pharmacist. The user of a
prescription medicine is also told not pass it on to others
which is not required for OTC medicines. In version 8, the
MAH is actively instructed not to include this sentence for
Rx products only used in a hospital setting. If an OTC
product has been bought the consumer is advised to

4 Wolf et al. - Templates for Package Inserts

consult a doctor if the condition does not improve after
a certain number of days.

The draft version from 2012 includes a cross-reference
to section 4 for the location of side effects although such a
cross reference to section 4 has been shown in results from
readability testing not to be necessary [16]. The draft QRD
template from July 2012 also introduces for the first time a
black symbol for medicinal products subject to additional
monitoring (Table 2). For OTC medicines, the statement
that “This medicine is available without prescription” is
omitted from version 8 for reasons which are not defined.

Of interest is that the starting sentence and the advice
to keep the leaflet are the only sentences of the infor-
mation box not found elsewhere in the QRD template
version 8 making this box, to a great extent, redundant.
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Reasons why these repeats are absolutely necessary are
not provided in the template.

3.3.2 Development of section headings

All versions of the QRD template with exception of ver-
sions 1 and 2 start with a contents list after the infor-
mation described in section 3.3.1 above. The annotated
QRD template version 8 states that user testing has
shown that an index is valued by patients, although user
testing research illustrates that package inserts without
one are not at a disadvantage [10,17,18].

For QRD template versions 3 to the draft of July 2012,
the headings of sections 1, 3 and 4 use the same wording,
In version 5, section 6 was included for using the heading
“Further information”. The heading of section 2 was al-
tered in version 8 into “What you need to know before
you <take><use> X" and that of section 6 into “Contents
of the pack and further information”, to provide the
reader with more details about the content to be expected
in both sections (Table 3).

3.3.3 QRD template text recommendations

for package insert section 2

In the indication section, the QRD template from ver-
sions 3 to 7.3.1 recommended only one black printed
sentence which was for optional use only - “This med-
icine is for diagnostic use only.” This was deleted in ver-
sion 8 and the following was newly inserted: “You must
talk to a doctor if you do not feel better or if you feel worse
<after {number of} days.” — a verbatim repetition of the
last bullet point of the information box used for OTC
medicines.

Section 2 is usually the largest in the package insert
and therefore the use of carefully worded subheadings is
crucial to aid the patient in finding relevant information.

Template versions 3 up to the draft of July 2012 started
with contraindications listed under “Do not <take>
<use> X" (Table 4). The statement under “Do not <take>
<use>" informs patients not to use the medicine if an
allergy to one of the ingredients exist. Beginning with
the wording “hypersensitivity (allergy)” used in version 3,
this text was amended in version 7.0, and corrected in

version 8 as the term hypersensitivity is not completely
correct here. For example, a hypersensitivity to lactose
does not automatically mean a contraindication to prod-
ucts which contain this ingredient [15]. However, QRD
template version 8 and the new draft still use the word
“hypersensitivity” in the SmPC section 4.4. The contra-
indication section of the SmPC does not therefore con-
form with the package insert as stipulated by Directive
2001/83/EC, article 59 and must be amended as soon as
possible to fulfil this ruling [13].

Warnings and precautions are provided under the next
section 2 subheading which read up to version 7.3.1 “Take
special care with X”. This was changed in version 8 to the
“Warnings and precautions” subheading followed by the
mandatory advice according to the template’s bracketing
convention that patients should contact healthcare pro-
fessionals if listed aspects apply to them. This clear in-
struction can be seen as an improvement in comparison
to the unspecific advice of “take special care” [19]. Other
additions in the QRD template version 8 are inclusion of
alcohol in the food and drink subheading and the inser-
tion of fertility in the pregnancy and breast-feeding sec-
tion if facts are known. The amended subheading “X
contains {name of excipient(s)}” emphasises any excip-
ients which need to be drawn to the user’s attention.

3.3.4 Dosage instruction and administration

error texts

In QRD templates 1 and 2, section 8 was designated to
contain the “Instructions for proper use”, while from
QRD template version 3 onwards, package insert section
3 is for dosage instructions - advice on dosage, method and
duration of use - followed by three subsections relating to
administration errors - overdose, missing a dose and stop-
ping treatment. Black printed subheadings have only been
present since QRD template version 3 for the three admin-
istration error sections. The subheading “Use in children”
has been part of the QRD template since version 7.3.1 and
was changed in QRD template version 8 to “Children and
adolescents”. General advice with almost identical wording
has been provided in black ink for the start of section 3
since QRD template version 5 which informs patients to

M Table 3

Development of QRD template main section headings to be used in package inserts.

QRD template Section 1 Section 2 Section 3 Section 4 Section 5 Section 6
version

3-4 What X is and Before you How to Possible side Storing X -

5-6.1 what it is used for | <take><use> X <take><use> X effects Further

7.0-7.3.1 How to store X information

8 and draft of What you need to Contents of the

July 2012 know before you pack and further
<take><use> X information
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M Table 4

Subheadings (in bold) and standard statements (normal type) used in section 2 of the QRD template.

(Changes in comparison to the predecessor are highlighted in grey.)

Template version

3-6 | 6.1 |

7.0-7.3.1

8 and draft July 2012

Do not <take><use> X

<if you are hypersensitive (allergic) to
{active substance} or any of the other
ingredients of X>

<if you are allergic (hypersensitive) to
{active substance(s)} or any of the other
ingredients of X.>

<if you are allergic to {active substance(s)} or
any of the other ingredients of this medicine
(listed in section 6).>

Take special care with X

Warnings and precautions

<if you ...>

Talk to your doctor <or><pharmacist><or
nurse> before <taking><using> X

Children and <adolescents>

<Taking><Using> other medicines

Other medicines and X

<Please tell your <doctor><or><pharmacist> if
you are taking or have recently taken any other
medicines, including medicines obtained without

<Tell your <doctor><or><pharmacist> if you
are <taking><using>, have recently
<taken><used> or might <take><use> any

a prescription.>

other medicines.>

<Taking><Using> X with food and drink

X with <food><and><,><drink>
<and><alcohol>

Pregnancy
Breast-feeding

Pregnancy and breast-feeding

Pregnancy <and><,> breast-feeding <and
fertility>

<Ask your doctor or pharmacist for advice before taking any medicine.>

<If you are pregnant or breast-feeding, think you
may be pregnant or are planning to have a baby,
ask your <doctor><or><pharmacist> for advice
before taking this medicine.>

Driving and using machines

Important information about some of the ingredients of X

<X contains {name the excipient(s)}>

<Taking><Using> other medicines®

<Please inform your doctor or pharmacist
if you are taking or have recently taken
any other medicines, even those not
prescribed>

* Double use of “<Taking><Using> other medicines” in version 6.1 is probably a mistake in the template.

always use the medicine as the doctor has instructed and to
check with the doctor or pharmacist if they are unsure.
QRD template version 8 provides slightly different
wording to be used in the case of OTC medicines. More-
over, this version provides the first time three black printed
sentences for optional use relating to the divisibility of
tablets depending on the appearance of the score line.

3.3.5 QRD template side effects’ text

Section 9 of QRD templates 1 and 2 contained the heading
“Description of undesirable effects under normal use” and
Directive 92/27/EEC instructed that the actions to be
taken must be explained if side effects should occur,
including the communication of undesirable effects to
the doctor or pharmacist, especially if they are not men-
tioned in the package insert [1]. This general advice has
been printed in black since QRD template version 3 in-
cluding a second general sentence to be written at the

6 Wolf et al. - Templates for Package Inserts

beginning of package insert section 4 that all medicines
can cause side effects (Table 5).

Only since QRD template version 8, has the patient been
advised to contact healthcare professionals if any side
effects occur and an optional subheading regarding chil-
dren and adolescents is inserted. Previous template ver-
sions recommended that patients should contact an expert
if the side effect gets serious or is not listed in the package
insert. This caused patients to understand that they should
not contact healthcare professionals in the case of a side
effect which is listed in the package insert [18].

The draft template from July 2012 suggests the new
subheading in section 4 “Reporting of side effects”, fol-
lowed by a mandatory text where the patient is actively
encouraged to report any symptoms to different national
contacts, when they are believed to be side effects of using
the medicine.

Pharm. Ind. 74, Nr. 9, 1540-1549 (2012)
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M Table 5

QRD template standard statements intended for use in package insert section 4. (Changes in comparison

to the predecessor are highlighted in grey.)

QRD template version

3-6.1

7.0-7.3.1

8

Draft of July 2012

Like all medicines, X can
have side effects

Like all medicines, X can
cause side effects, although
not everybody gets them.

Like all medicines, this
medicine can cause side
effects, although not every-
body gets them.

<Additional side effects in chi

Idren <and adolescents >>

If you notice any side effects
not mentioned in this leaflet,
please inform your doctor or
pharmacist.

If any of the side effects gets
serious, or if you notice any
side effects not listed in this
leaflet, please tell your

If you get any side effects,
talk to your <doctor><or><,>
<pharmacist><or nurse>.
This includes any possible
side effects not listed in this

If you get any side effects, talk to your
<doctor><or><,><pharmacist><or nurse>. This
includes any possible side effects not listed in this
leaflet. You can also report any side effects directly

<doctor><or><pharmacist
leaflet.

to the national reporting system via the internet at
{insert link to the relevant ‘national reporting
system website'}; or you can report via {insert
alternative ways of reporting}. By reporting side
effects you can help provide more information on
the safety of this medicine.

* This text component is not contained in the QRD template draft from July 2012.

Apart from the changes in the black QRD template
text, the green explanations, which have been provided
in this section since the annotated QRD template ver-
sion 8, note that serious side effects should be listed first
with clear handling instructions for the patient, followed
by a list of other side effects arranged according to de-
scending frequencies. This method reflects advice con-
tained in the readability guideline [12]. A frequency con-
vention for side effects has also been recommended since
QRD template 8 (annotated version), where MedDRA sys-
tem organ classes (SOCS) should not be used as the latter
uses terms unfamiliar to patients [20,21].

The wording for the side effect frequency explanation
recommended for use in the SmPC chapter 4.8 (double
sided e.g. “common (> 1/100 to < 1/10)” does not conform
with that of the annotated QRD template version 8 in-
tended for the package insert, which is closed on one side
only e.g. “common, may affect up to 1in 10 people”. Again
this is a discrepancy with respect to Directive 2001/83/
EC, article 59 as the contents of both documents must be
in accordance with each other [13].

However, the side effect frequency explanations pub-
lished by the EMA in 2007 e.g. “common, affects 1 to 10
users in 100" are in compliance with the frequency ex-
planation recommended for the SmPC [23]. Furthermore,
readability test studies — one with 1105 participants in-
vestigating 10 package inserts and another with 5091
participants investigating 295 package inserts show that
the EMA side effect frequency explanations published in
2007 have a greater than 10 % higher comprehensibility
rate than the version contained in the current QRD tem-
plate version 8 [18,22].
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3.3.6 Storage and further information

In the first two QRD templates, section 10 was designated
for reference to the expiry date, storage precautions and
visible signs of deterioration. Since QRD template ver-
sion 3 was developed, section 5 was to be used for this
storage information and instruction on keeping the med-
icine out of sight and reach of children. The advice to
store medicines away from children was omitted in ver-
sions 6.0 and 6.1 for unnamed reasons and information
relating to disposal of no longer required medicines has
been part of the QRD template since version 7.0. The
statements contained in section 5 have undergone slight
changes mainly of an editorial nature since they were
initially published. Standard storage statements were
originally included in the QRD template until version 6.0
when these were put into an appendix.

Section 6 was originally not included in versions 3 to 5
of the QRD template as the information which is now
presented here had to be provided during the currency of
these versions before the indication section according to
Directive 92/27/EEC [1]. Versions 6.0 and 6.1 provided in
the sixth section a list of local MAH representatives and
information relating to the last approval of the package
insert. Up to date, this list has always been optional but
where one MAH representative address is presented, the
addresses of all EU/EEA countries must be included.

The change in the information provided in section 6
caused by Directive 2004/27/EC was seen the first time in
QRD template version 7.0 [14]. Since this time, infor-
mation relating to active substances, excipients, descrip-
tion of the product, contents of the pack, the MAH and
manufacturer must be provided at the end of the package
insert. The date of last approval was changed in version 8
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to the last revision even though this has been a require-
ment since Directive 2001/83/EC came into force [13].
After this date, three standard statements were included
from QRD template version 7.0 onwards. The first should
be used for medicines approved under “conditional ap-
proval” and states that more evidence is to come about
the medicine, and the second is for authorisations under
“exceptional circumstances” for example due to the rarity
of the disease. The third statement is intended for all
centralised approved medicines and notes the EMA web-
site for more detailed information about the medicine.
Subsequent to these three statements, information for
healthcare professionals can be presented since QRD
template version 5; however, this is not compulsory.

4. Discussion

4.1 Assessment of QRD template development
Use of the QRD template ensures European uniformity in
the organisation and content of package inserts due to
observing an identical order of information in all EU/EEA
countries as well as headings, subheadings and general
texts. In addition, this text frame is independent of the
type of medicine described in the package insert, whereby
only marginal differences exist between OTC and Rx med-
icines, as well as between centralised, decentralised or
nationally approved products. This guarantees that pa-
tients find an identical structure in all package inserts
which is an advantage in comparison to other countries,
such as the United States of America where three different
types of patient information are used: consumer med-
ication information, patient package inserts and Med-
ication Guides [24]. The continuous update of the QRD
template has led to improvements. For example, version 8
shows in comparison to its predecessor version 7.3.1,
clearer headings and instruction for patients relating to
precautions and warnings, and the number of long sen-
tences and passive sentences has been reduced as rec-
ommended in the Readability Guideline from 2009 [20].
However, the current actual QRD template still contains
some weaknesses. The mentioned discrepancies between
the texts intended for package inserts and SmPC in the
contraindication section - allergy versus hypersensitivity
- and the side effect frequency explanations, are aspects
which require improvement as soon as possible. This is of
particular importance as pharmaceutical companies
which strictly follow the QRD template in both package
inserts and SmPC thereby conflict with article 59 of Di-
rective 2001/83/EC which requires that both documents
“..shall be drawn up in accordance...” [8].

The large increase in the number of QRD template
words required in package inserts must be recognised as
a negative trend, because pharmaceutical companies use,
and are often invited by agencies, to provide almost all
black printed QRD template texts shown as the maximum
curve in Fig. 1. This is a key reason for the steady increase
in volume of package inserts and conflicts with the inter-
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ests of patients and healthcare professionals as both
strongly favour more concise package inserts [25-27].
Moreover, increasing the number of words used in
package inserts significantly decreases patients’
e motivation to read the package inserts,
e trust in using the medicine,
e ability to locate the provided information [28,29].
These facts are of exceptional significance, as the QRD
template text frame only provides general information,
and the use of a shorter template of around 200 words
shows considerable advantages in comparison to the QRD
template - meaning discussion relating to compression of
the template text should be initiated [17]. Before a shorter
QRD template can be published, we recommend that phar-
maceutical companies should consequently abide by the
bracketing convention in the template to achieve the mini-
mum number of QRD template words in package inserts as
illustrated in the blue curve of Fig. 1, which the authorities
should permit the industry to do. Furthermore, omitting
the list of MAH's local representations which contains 29
addresses greatly reduces the volume of package inserts —
in particular of less important information [25].

4.2 Assessment of the QRD template draft

The QRD template draft published in July 2012 shows a
further text increase which again augments the volume of
package inserts with the adverse consequences explained.
The recently provided texts are based on the new EU
pharmacovigilance legislation, which were in principle
defined with the well-meant intention to increase the
safety in using medicines [8,9]. However, we the authors
of this article must voice our concerns regarding the
success of a black symbol for medicines requiring special
monitoring and the invitation to patients to report side
effects directly to the authorities.

Providing a black symbol with the startling statement
that the “..medicine is subject to additional monitoring ...
You can help by reporting any side effects you may get.”
may give patients the feeling of being a test person used to
investigate an unsafe product. The result will be that pa-
tients are deterred from using required medicines. When
considering that the shelf life of medicines may be up to 5
years, this could also lead to misinformation if the phar-
maceutical company was able to remove the black symbol
from its product information after a year and a patient
receives the product some months before the shelflife ends.

The opportunity for laymen to report side effects, such
as via the internet, without assistance by healthcare pro-
fessionals also raises our concerns because differentiation
between side effects caused by a medicine, consequences
of a certain disease, other medicines, dietary habits, use of
stimulants, weather or multiple other factors already pose
difficulties for healthcare professionals. This strategy of
laymen reporting will lead to very insubstantial facts and
vast difficulties are expected in the implementation of
these data in future product information such as in com-
pany core data sheets (CCDS), SmPCs and package inserts.
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Furthermore, a package insert is created to advise
patients. Using package inserts for other aspects, such
as increasing the number of side effect reports, deflects
from the key intention of informing patients on the cor-
rect use of medicines.

However, the new pharmacovigilance legislation de-
mands a statement in package inserts relating to report-
ing of side effects, therefore, only a very short sentence
should be included in the QRD template in which only
one contact should be provided until reconsideration of
deleting this requirement. Any reference to national dif-
ferences is irrelevant to patients and the intention of
reporting side effects, and should therefore be excluded.

5. Conclusion

QRD template development can be seen as positive due to
improvements in general headings and standard sen-
tences. However, according to the explanations provided
above, the template text intended for package inserts
should be restricted to that which is really necessary to
inform patients regarding effective and safe use of med-
icines. Keeping the template as concise as possible should
be of major priority in the future.

BLITERATURE

[1] Council of the European Communities. Council Directive 92/27/EEC
of 31 March 1992 on the labelling of medicinal products for human
use and on package leaflets. Off ] Eur Communities. 1992;L113:107-114.

[2] EMA. Product requirements. http://www.ema.europa.eu/ema/index.
Jsp?curl=pages/regulation/general/general_content_000199.
Jjsp&murl=menus/regulations/regulations.
Jsp&Emid=WCO0b01ac0580022bb3, retrieved on 17 July 2011.

[3] CMDh Annotated QRD template for MR/DC procedures. November
2011. http://www.hma.eu/fileadmin/dateien/Human_Medicines/
CMD_h_/Templates/QRD/CMDh_201_2005_Rev6_2011_08-Clean.
pdf, retrieved 20.03.2012.

[4] EMA. Clinical efficacy and safety: Radiopharmaceuticals and
diagnostic agents. http://www.ema.europa.eu/ema/index.jsp?
curl=pages/regulation/general/general_content_000459.
Jjsp&mid=&murl&jsenabled=true, retrieved 08 June 2012.

[5] European Union. Consolidated versions of the treaty on European
Union and of the treaty establishing the European community. Off J
Eur Commaunities. 2006;C321:1-311.

[6] EMA. Implementation plan. Attp.//www.ema.europa.eu/docs/en_GB/
document_library/Regulatory_and_procedural_guideline/2009/10/
WC500004704.pdf, retrieved 26 July 2011.

[7] CMDh. Questions & answers — Product information / information
on medicinal products - Implementation of QRD template (ques-
tion 19). http://www.hma.eu/228.html, retrieved 09 June 2012.

[8] The European Parliament and the Council of the European Union.
Directive 2010/84/EU of the European Parliament and the Council
of 15 December 2010 amending, as regards pharmacovigilance,
Directive 2001/83/EC on the Community code relating to medicinal
products for human use. Off J Eur Communities. 2010;1.348:74-99.

[9] The European Parliament and the Council of the European Union.
Regulation (EU) No. 1235/2010 of the European Parliament and of
the Council of 15 December 2010 amending, as regards pharma-
covigilance, Regulation (EC) No. 726/2004 laying down Community
procedures for the authorisation and supervision of medicinal
products for human and veterinary use and establishing a European

Medicines Agency, and Regulation (EC) No. 1394/2007 on advanced
therapy medicinal products. Off /] Eur Communities. 2010;L348:1-16.

[10] EMA. Product information templates. http://www.ema.europa.eu/
ema/index.jsp?curl=pages/regulation/document_listing/doc
ument_listing_000134.jsp&Emid=WC0b01ac0580022c59&
murl=menus/regulations/regulations.jsp&jsenabled=true, retrieved
13 August 2012.

[11] QRD template versions 1 to 7.3. European Medicines Agency. Per-
sonal communication, July 2011.

[12] European Commission. A guideline on the readability of the label
and package leaflet of medicinal products for human use. Brussels,
29. September, 1998. http://www.alims.gov.rs/download_eng/regulat
iva/gl981002.pdf, retrieved 09 June 2012.

[13] European Parliament and Council of the European Union, Directive
2001/83/EC of the European Parliament and of the Council of 6
November 2001 on the community code relating to medicinal
products for human use. Off ] Eur Communities. 2001;1.311:67.

[14] European Parliament and Council of the European Union. Directive
2004/27/EC of the European Parliament and of the Council of 31
March 2004 amending Directive 2001/83/EC on the Community
code relating to medicinal products for human use. Off' J Eur
Communities. 2004;L136:34.

[15] Fuchs J, Gotze E, Scheunpflug C. Update des QRD-Templates und
daraus resultierende Anderungen in Packungsbeilagen und Fa-
chinformation. Pharm Ind. 2011;73:670-8.

[16] Fuchs J. Statement relating to the QRD template draft. May 2012.
http://www.paint-consult.de/de/publikation/pdf/PAINT-Consult_state
ment_QRD_template_draft_20120503.pdf, retrieved 13 June 2012.

[17] Fuchs ], Scheunpflug C, Gétze E. The influence of the European
Union's QRD template on the use of package inserts compared with
a shorter model template. Pharm Ind. 2012;74:126-36.

[18] Fuchs J, Hippius M. Inappropriate dosage instructions in package
inserts. Pat Educ Couns. 2007:67:157-68.

[19] Simon A. Readability Testing of PILs — a new ‘must’. European
Pharmaceutical Contractor. Autumn 2006:42-4.

[20] European Commission. A guideline on the readability of the la-
belling and package leaflet of medicinal products for human use.
Brussels: European Commission, Revision 1, 12 January 2009. http://
ec.europa.eu/health/files/eudralex/vol-2/c/2009_01_12_readabil
ity_guideline_final_en.pdf, retrieved 17 July 2011.

[21] EMA. Product information templates. Appendix II: MedDRA (ver-
sion 12.0) terminology to be used in Section 4.8 “Undesirable ef-
fects” of SmPC. August 2010. kttp://www.ema.europa.eu/ema/index.
Jsp?curl=pages/regulation/document_listing/document_list
ing_000134.jsp&murl=menus/regulations/regulations.
Jsp&Emid=WC0b01ac0580022c59, retrieved 17 July 2011.

[22] Fuchs J. QRD template draft statement. November 18, 2010. Attp://
www.paint-consult.de/de/publikation/pdf/PAINT-Consult_state
ment_QRD_template_draft_20101118.pdyf, retrieved 13 June 2012.

[23] EMEA. Minutes of the fourth meeting of the EMEA Human Scien-
tific Committees’ Working Party with with Patients’and Consumers’
Organisations (PCWP). http://www.emea.europa.eu/docs/en_GB/
document_library/Minutes/2009/12/WC500019989.pdf, retrieved
13 August 2012.

[24] FDA. Patient information. http://www.fda.gov/downloads/
AboutFDA/CentersOffices/OfficeofMedicalProductsandTobacco/
CDER/ReportsBudgets/UCM163792.pdf, retrieved 19 June 2012.

[25] Fuchs J, Banow S, Gorbert N, Hippius M. Importance of package
insert information in the European Union. Pharm Ind. 2007;69:165-72.

[26] Fuchs J, Werner S, Scheunpflug C, Gotze EA, Elstermann K, Scheffel
K, et al. Excessive medical information increase in package inserts.
Int J Clin Pharmacol Ther. 2010;48:781-90.

[27] Weitbrecht W, Vof$kdmper C. Influence of the drug package infor-
mation paper on compliance of neurological and psychiatric out-
patients. Fortschr Neurol Psychiatr. 2002;4:178-84.

[28] Fuchs J. The way forward in package insert user tests from a CRO's
perspective. Drug Inf] 2010:44:119-29.

[29] Fuchs J. Training program for Chinese Medicines Agency by Bonn
University, Drug Regulatory Affairs. Guideline on Readability Testing.
http://www.paint-consult.de/de/publikation/pdf/PAINT-Consult_Presen
tation_chin_Deligation_Bonn_2010_engl.pdf, retrieved 13 June 2012.

Chefredaktion: Claudius Arndt. Sekretariat: Gudrun Geppert. Verlag: ECV - Editio Cantor Verlag fiir Medizin und Naturwissenschaften GmbH, Baendelstockweg 20,
88326 Aulendorf (Germany). Tel: +49(0)75259400, Fax: +49(0)7525940180. e-mail: redaktion@ecv.de. http://www.ecv.de. Herstellung: Rombach Druck- und
Verlagshaus GmbH & Co. KG / Holzmann Druck GmbH & Co. KG. Alle Rechte vorbehalten.

Pharm. Ind. 74, Nr. 9, 1540-1549 (2012)
© ECV - Editio Cantor Verlag, Aulendorf (Germany)

Wolf et al. - Templates for Package Inserts 9

J9ysiignd ayy jo uoissiwiad yum asn uo4 / sabejisp sap Bunbiwyauan Jaydijpunaly Hw bunpusmisp Inz



