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REQUIREMENTS
for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use
I. GENERAL PROVISIONS
The Summary of product characteristics for a medicinal product for human use (hereinafter
referred to as the SmPC) sets out official product information for healthcare professionals on how to
use the medicinal product safely and effectively. SmPC is subject to approval by pharmaceutical
competent authorities of Eurasian Economic Union Member States (hereinafter referred to as the
Union, Member States, respectively). The amendments to the SmPC might be introduced subject to
approval by the competent authorities of the Member States or upon a request sent pursuant to the
Rules for granting a marketing authorisation and assessment of medicinal products for human use
subject to approval by the Eurasian Economic Commission (hereinafter referred to as the
Commission).
The SmPC is the basis of information for healthcare professionals on how to use the
medicinal product safely and effectively. The Medication Guide or Package Leaflet (hereinafter
referred to as the PL) shall be drawn up in accordance with the SmPC.
It is not in the remit of the SmPC to give general advice on the treatment of particular
medical conditions. On the other hand specific aspects of the treatment related to use of the
medicinal product or its effects should be mentioned. Similarly, general advice on administration
procedures should not be included but any advice specific to the concerned medicinal product
should be included.
These Requirements provide advice on the principles of presenting information in the
SmPC. Applicants should maintain the integrity of each section of the document by only including
information in each section which is relevant to the section heading. Some issues may need to be
addressed in more than one section of the SmPC and in such situations the individual statements
may cross-refer to other sections when these contain relevant additional information.
These Requirements should be read in conjunction with any other specific guidance
document related to the SmPC (e.g. on benzodiazepines, antibiotics, vaccines, pegylated proteins,
or plasma-derived medicinal products) provided in appendices 2, 3, and 13 to these Requirements.
Separate SmPCs are normally required for each pharmaceutical form and, in certain cases,
strength. For the purposes of giving information to prescribers, the SmPCs of different
pharmaceutical forms and strengths may be combined for appropriate products within the same
range.
The SmPC shall be publicly available on the Member State pharmaceutical competent
authority’s web-site and official web-site of the Union.
II. PRINCIPLES OF PRESENTING PRODUCT INFORMATION
AND ISSUES RELATED TO DRAWING UP/MODIFYING, ASSESSMENT
AND APPROVAL OF PRODUCT INFORMATION
1. The SmPC and PL should be worded in clear and concise language. The SmPC and PL
shall appear in Module 1 of a marketing authorisation application dossier. Where requirements for
drawing up the SmPC and/or PL provided in paragraphs 7 to 9 for an original medicinal product, in
paragraphs 7 and 8 and subparagraphs 10.1.1 to 10.1.3 for generic, hybrid, or biosimilar medicinal

2
products are not fulfilled, the marketing authorisation application dossier or variation application
dossier shall be considered incomplete, and the applicant may, within a period set out in the Rules
for granting a marketing authorisation and assessment of medicinal products for human use subject
to approval by the Commission, provide necessary particulars upon request of the competent
authority/assessment organisation of the reference Member State.
2. Each section of the SmPC should first deal with those issues that apply to the core
population for whom the medicine is indicated followed - when necessary – by specific information
for any relevant special population (e.g. children or elderly). Where the product is indicated only for
adults, such a statement may be omitted.
3. Consistent medical terminology should be used throughout the SmPC.
4. The SmPC provides information on a particular medicinal product; therefore it should not
include reference to other medicinal products except when it is a class warning recommended by a
competent authority of the Member State or where combination therapy is indicated and only
possible.
5. The principles set-out in this guideline are applicable to all medicinal products. The
application of those principles for a particular medicinal product will depend on the scientific
knowledge on the medicinal product, the legal basis of a marketing authorisation and public health
needs. Deviation from these Requirement should therefore be justified in the relevant Overview or
Summary in the marketing authorisation application.
6. SmPC should include a reference, in accordance with Appendix 10 to these
Requirements, on a web site of the Competent Authority of the Member State.
7. The Draft SmPC and PL shall be provided for assessment in MS Word format and open
for editing. In the course of assessment, assessors may make corrections in with track changes (MS
Word option) to the draft SmPC and PL provided by the applicant, to provide complete and
accurate observations.
8. Where amendments are made to the SmPC and/or PL, complete draft versions of the
current SmPC and/or PL and complete draft versions of the proposed SmPC and/or PL with track
changes shall be submitted. Full draft versions of the proposed SmPC and/or PL with track changes
are intended to track all proposed amendments and only the complete versions of the proposed
SmPC and/or PL are subject to approval based on the assessment of amendments proposed. Any
modification made to the SmPC and/or PL should be scientifically justified, except for corrections
of editorial nature.
9. When modifying the SmPC and PL, the marketing authorisation holder for an original
medicinal product shall submit, within Module 1 of a marketing authorisation application dossier in
accordance with the Rules for granting a marketing authorisation and assessment of medicinal
products for human use, the SmPC and PL as approved in the manufacturer’s own country and/or
marketing authorisation holder’s own country and/or in any other ICH Member State where the
product is authorised for marketing, as appropriate.
10. For generic, hybrid, or biosimilar medicinal products, following additional requirements
apply when modifying the SmPC or PL.
10.1. The marketing authorisation holder shall submit:
10.1.1. Copies of the current SmPC or PL for the original/reference medicinal product in the
Union. Where the original/reference medicinal product is not authorised in the Union, copies of the
current SmPC or PL for the original/reference medicinal product in the manufacturer’s own country
and/or marketing authorisation holder’s own country and/or in any other ICH Member State without
translation shall be provided.
10.1.2. A statement that the draft SmPC or PL for the generic, hybrid, or biosimilar
medicinal product is identical to the current SmPC or PL for the original/reference medicinal
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product, except for differences highlighted and justified in accordance with the requirements
provided in subparagraph 10.1.3.
10.1.3. Line-by-line comparison (in parallel on the same page) of the current SmPC or PL of
the original/reference medicinal product with the draft SmPC or PL of the generic, hybrid, or
biosimilar medicinal product, highlighting and justifying any differences. Expected differences
include information on manufacturers, shelf-life, excipients, minor differences in bioavailability and
pharmacokinetics and differences due to legal provisions in copyright law. Other scientifically
justified differences are also possible. Differences in a score line for dividing a table into equal
halves are not necessary insignificant since such differences might significantly impact the
posology as provided in the reference product SmPC.
10.2. Where after a generic, hybrid, or biosimilar medicinal product has been authorised, the
SmPC and/or PL of the respective original/reference medicinal product is modified, the marketing
authorisation holder for the generic, hybrid, or biosimilar medicinal product, within 180 day
beginning with the day specified in SmPC section 10 and/or PL section ‘This leaflet was last
revised in’ of the reference medicinal product, shall modify appropriately the SmPC and/or PL of
that generic, hybrid, or biosimilar medicinal product taking into account the differences referred to
in subparagraph 10.1.3. Where the requirement of this paragraph is not fulfilled for the generic,
hybrid, or biosimilar medicinal product, the provision of the Rules for granting a marketing
authorisation and assessment of medicinal products for human use subject to approval by the
Commission on suspension, withdrawal/revocation of a marketing authorisation or restrictions on
use or variation to the conditions of a marketing authorisation shall apply.
10.3. Where in the course of assessment of the SmPC and/or PL for a generic, hybrid, or
biosimilar medicinal product, including the assessment following renewal, bringing into
compliance, or variation application, the current version of the SmPC and/or PL of the
original/reference medicinal product in the Union or any Member State is found to be inconsistent
with state-of-the-art product efficacy or safety data, including the conclusions of the assessment and
recommendations of third country pharmaceutical competent authorities, or to be inconsistent with
the SmPC and/or PL as approved in the manufacturer’s own country or marketing authorisation
holder’s own country, the following applies.
10.3.1. A competent authority/assessment organisation of the Member State shall draw up a
notice to the marketing authorisation holder for a respective original/reference medicinal product
with the request to modify the SmPC and/or PL of that original/reference medicinal product and
send it to the competent authority of the reference Member State which has issued the authorisation.
10.3.2. The assessment of the appropriate generic, hybrid, or biosimilar medicinal product
shall be suspended.
10.3.2. The competent authority of the Member State within five business day shall send the
notice received from the assessment organisation to the marketing authorisation holder for the
respective reference medicinal product.
10.3.4. The marketing authorisation holder for the respective reference medicinal product
within 60 days beginning with the day the notice is received shall submit a variation application to
the component authority of the Member State which issued the notice, to take into account
requirements and recommendations referred to in the notice or shall submit a written justification
that such variations are not needed.
Based on the written justification submitted by the marketing authorisation holder, the
competent authority within 30 days shall lift or uphold the requirement to modify the SmPC and/or
PL. Where the competent authority upholds the requirements referred to in the initial notice or after
modification of the requirements based on justifications provided by the marketing authorisation
holder, the variation of the marketing authorisation application dossier for the original/reference
medicinal product shall be processed in accordance with the Rules for granting a marketing
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authorisation and assessment of medicinal products for human use subject to approval by the
Commission.
10.3.5. Upon approval of the SmPC and/or PL of the original/reference medicinal product in
accordance with the above procedure, the assessment of the generic, hybrid, or biosimilar medicinal
product shall be resumed. The notice referred to in subparagraph 10.3.1 shall not be considered as
the request to the marketing authorisation holder for the generic, hybrid, or biosimilar medicinal
product.
10.3.6. Since the competent authority of the Member State may trigger the procedure
envisaged by this paragraph, it is not recommended to group the modification of the current SmPC
and/or PL for a generic, hybrid, or biosimilar medicinal product with other types of variations.
10.4. Where a marketing authorisation holder for an original/reference medicinal product
fails to submit a variation application or a written justification that such variations are not needed
within 60 day beginning with the day the notices referred to in subparagraph 10.3.4 of these
Requirements is received, the appropriate provisions of the Rules for granting a marketing
authorisation and assessment of medicinal products for human use subject to approval by the
Commission on suspension, withdrawal/revocation of a marketing authorisation or restrictions on
use or variation to the conditions of a marketing authorisation shall apply. In this case, the
assessment of the generic, hybrid, or biosimilar medicinal product shall be carried out without
taking into account the outdated SmPC and/or PL of an original/reference medicinal product.
10.5. Where the situation referred to in paragraph 10.3 of these Requirements arises during
the granting a marketing authorisation for a generic, hybrid, or biosimilar medicinal product, the
assessment of the marketing authorisation application for the generic, hybrid, or biosimilar
medicinal product shall not be suspended, and the requirements set out in paragraph 10.1 of these
Requirements shall apply. The assessment organisation shall trigger a variation procedure of the
respective original/reference medicinal product in accordance with the procedure set out in the
paragraph 10.3 of these Requirements.
11. Where inconsistencies in the current SmPC and/or PL of medicinal product authorised in
one of the Member States with state-of-the-art product efficacy or safety data, including the
conclusions of the assessment and recommendations of third country pharmaceutical competent
authorities, including the SmPC and/or PL approved in the manufacturer’s own country and/or
marketing authorisation holder’s own country, the assessment organisation, competent authorities
of the Member States and other entities may petition the competent authorities of the Member State
where that medicinal product is authorised to send a notice to the marketing authorisation holder to
modify the current SmPC and/or PL.
12. When the notice referred to paragraph 11 of these Requirements is received, the
procedure set out in subparagraphs 10.3.4 and 10.3 of these Requirements shall be triggered.
13. Where the requirements of paragraph 12 are not fulfilled, the provision of subparagraph
10.4 of these Requirements shall apply.
14. The requirements of paragraphs 12 and 13 of these Requirements apply to all marketing
authorisation holders for all medicinal products authorised in accordance with the Rules for
granting a marketing authorisation and assessment of medicinal products for human use.
15. The SmPC and PL approved by the competent authorities of the Member States shall be
made publicly available on the web site of the competent authority of the Member State and the
Union Common Register of Authorised Medicinal Products in machine-readable PDF.
16. For medicinal products subject to additional monitoring, the special symbol (▼) and the
following statements should only appear preceding section 1: ‘This medicinal product is subject to
additional monitoring. This will allow quick identification of new safety information. Healthcare
professionals are asked to report any suspected adverse reactions.’
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III. SMPC SECTIONS
1 Name of the Medicinal Product
The (invented) name should be followed by both the strength and the pharmaceutical form.
However, when otherwise referring to the medicinal product throughout the SmPC text, the strength
and the pharmaceutical form do not have to be mentioned in the name. The International Nonproprietary Name (INN) recommended by the World Health Organisation (WHO) or, where one
does not exist, the usual common name of the active substance should be used when referring to
properties of the active substance(s) rather than those of the product. The use of pronouns (e.g. ‘it’)
is encouraged whenever possible.
1.1. Strength
The strength should be the relevant quantity for identification and use of the product and
should be consistent with the quantity stated in the quantitative composition and in the posology.
Different strengths of the same medicinal product should be stated in the same way, e.g. 250 mg,
500 mg, 750 mg. The use of decimal points should be avoided where these can be easily removed
(e.g. 250 microgram, not 0.25 mg). However, where a range of medicinal products of the same
pharmaceutical form includes strengths of more than one unit (e.g. 250 microgram, 1 mg and 6 mg),
it may be more appropriate in certain cases to state the strengths in the same unit for the purpose of
comparability (e.g. 0.25 mg, 1 mg and 6 mg). For safety reasons, micrograms and millions (e.g. for
units) should always be spelled out in full rather than be abbreviated. Redundant zeroes should be
omitted (e.g. 3.0 or 2.500).
For medicinal product whose active substance composition cannot be accurately expressed
in mass units in terms of their potency (e.g. biological or immunobiological medicinal products),
the strength might be expressed using:
Pharmacopoeial units:
IU – international unit of potency
Lf – unit of toxin/anatoxin potency
PFU – plaque-forming units
Ph. Eur. U – European Pharmacopoeia unit
And other units, e.g.:
Unit of activity – units for potency
PNU – protein nitrogen unites.
Where an international unit of potency is established by the WHO, this unit shall be used.
1.2. Pharmaceutical form
The pharmaceutical form of a medicinal product should be described by a single full
Standard Term of the Pharmacopoeia of the Union using the plural form if appropriate (e.g. tablets)
(see section 3). If an appropriate standard term does not exist, a new term may be constructed from
a combination of standard terms in accordance with the Pharmaceutical Dose Form Nomenclature
subject to approval by the Commission.
Should this not be possible, the competent authority should be asked to request a new
Standard Term from the Pharmacopoeial Committee of the Union. No reference should be made to
the route of administration or container unless these elements are part of the standard term or where
there is a particular safety reason for their inclusion or where there are identical products, which
may be distinguished only by reference to the route of administration or to the container.
For the expression of the name and strength of herbal medicinal products the declaration
should be in accordance with existing quality guidelines on herbal medicinal products.
2. Qualitative and quantitative composition
Full details of the qualitative and quantitative composition in terms of the active
substance(s) and excipients, knowledge of which are essential for proper administration of the
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medicinal product, should be provided in section 2 and as appropriate in section 4.3 or 4.4 of the
SmPC. For example, excipients listed in Appendix 10 to these Requirements should be stated here
under a separate subheading qualitatively, and, quantitatively. The following standard statement
should be included at the end of the SmPC section, i.e. ‘for full list of excipients, see section 6.1’.
If a diluent is part of the medicinal product, information should be included in the relevant
sections of the SmPC (usually sections 3, 6.1, 6.5 and 6.6).
2.1. Qualitative declaration
The active substance should be declared by its recommended INN, accompanied by its salt
or hydrate form if relevant, or the Union Pharmacopoeial name. If no INN exists, the Union
Pharmacopoeia name should be used or if the substance is not in the pharmacopoeia, the usual
common name should be used. In the absence of a common name, the exact scientific designation
should be given. Substances not having an exact scientific designation should be described by a
statement on how and from what they were prepared. References to the pharmacopoeial quality
should not be included.
Where the medicinal product is a herbal medicinal product, the qualitative declaration
should be in accordance with the Rules for granting a marketing authorisation and assessment of
medicinal products for human use subject to approval by the Commission.
When the medicinal product is a radiopharmaceutical kit, the qualitative declaration should
clearly indicate that the radioisotope is not part of the kit.
2.2. Quantitative declaration
The quantity of the active substance should be expressed per dosage unit (for metered dose
inhalation products, per delivered dose and/or per metered dose), per unit volume, or per unit of
weight and should be related to the declaration of strength in section 1 of the SmPC.
Quantity should be expressed in internationally recognised standard term which could be
complemented with another term if more meaningful to healthcare professionals.
2.2.1. Salts and hydrates
Where the active substance is present in the form of a salt or hydrate, the quantitative
composition should be expressed in terms of the mass (or biological activity in International (or
other) units where appropriate) of the active moiety (base, acid or anhydrous material), e.g. ‘60 mg
toremifene (as citrate)’ or toremifene citrate equivalent to 60 mg toremifene’.
Where a salt is formed in situ during the preparation of the finished product (i.e. formed
during the mixture of a solvent and powder), the quantity of the active moiety should be stated, with
a reference to the in situ formation of the salt.
In the case of established active substances in medicinal products where the strength has
traditionally been expressed in the form of a salt or hydrate, the quantitative composition may be
declared in terms of the salt or hydrate, e.g. ‘60 mg diltiazem hydrochloride’. This may also apply
when the salt is formed in situ.
2.2.2. Esters and pro-drugs
If the active substance is an ester or pro-drug, the quantitative composition should be stated
in terms of the quantity of the ester or pro-drug.
When the active moiety is an active substance of an already approved medicinal product, the
quantitative composition should also be stated in terms of the quantity of this active moiety (e.g. 75
mg of fosphenytoin is equivalent to 50 mg of phenytoin).
2.2.3. Oral powders for solution or suspension
The quantity of active substance should be stated per unit dose if the product is a single-dose
preparation or otherwise per unit dose volume after reconstitution; a reference to the molar
concentration may also be appropriate in some cases.
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2.2.4. Parenterals excluding powders for reconstitution
For single-dose parenterals, where the total contents of the container are given in a single
dose (‘total use’), the quantity of active substance(s) should be stated per presentation (e.g. 20 mg
etc.) not including any overages or overfill. The quantity per ml and the total labelled volume
should also be given.
For single-dose parenterals, where the amount to be given is calculated on the basis of the
patient’s weight or body surface or other variable (‘partial use’), the quantity of active substance(s)
should be stated per ml. The quantity per total labelled volume should also be given. Overages or
overfills should not be included.
For multi-dose and large volume parenterals, the quantity of active substance(s) should be
stated per ml, per 100 ml, per 1000 ml, etc. as appropriate, except for multidose vaccines containing
‘n’ doses of the same dose. In this case, the strength should be expressed per dose volume.
Overages or overfills should not be included.
Where appropriate, e.g. for X-ray contrast media, and parenterals containing inorganic salts,
the quantity of active substance(s) should also be indicated in millimoles. For X-ray contrast media
with iodine-containing actives substances, the quantity of iodine per ml should be stated in addition
to the quantity of the active substance.
2.2.5. Powders for reconstitution prior to parenteral administration
When the product is a powder to be reconstituted prior to administration, the total quantity
of active substance in the container should be stated not including overages or overfills, as well as
the quantity per ml when reconstituted, unless there are several means of reconstituting, or different
quantities used, which result in different final concentrations.
2.2.6. Concentrates
The quantity should be stated as the content per ml in the concentrate and as the total content
of the active substance. The content per ml when diluted as recommended should also be included
unless the concentrate is to be diluted to within a range of different final concentrations.
2.2.7. Transdermal patches
The following quantitative details should be given: the content of active substance(s) per
patch, the mean dose delivered per unit time, and the area of the releasing surface, e.g.
‘Each patch contains 750 micrograms of estradiol in a patch size of 10 cm2, releasing a
nominal 25 micrograms of estradiol per 24 hours'.
2.2.8. Multidose solid or semi-solid products
Quantity of active substance should be stated, where possible, per unit dose, otherwise per
gram, per 100 g or percentage, as appropriate.
2.2.9. Biological medicinal products
2.2.9.1. Expression of strength.
The quantity of biological medicinal products should be expressed in terms of mass units,
units of biological activity, or International Units as appropriate for the particular product, and
reflecting Union Pharmacopoeia usage where relevant. For pegylated proteins, Appendix 3 to these
Requirements on the Description of Composition of Pegylated (Conjugated) Proteins in the SmPC
should be referred to.
2.2.9.2. The biological origin of the active substance.
The origin of the active substance should be defined briefly. Thus, the nature of any cellular
system(s) used for production and, if relevant, the use of recombinant DNA technology should be
specified. The entry should take the form: ‘produced in XXX cells <by recombinant DNA
technology>‘.
The following are examples of the application of this principle:
‘produced in human diploid (MRC-5) cells’,
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‘produced in Escherichia coli cells by recombinant DNA technology’,
‘produced in chick-embryo cells’,
‘produced from the plasma of human donors’,
‘produced from human urine’,
‘produced from <animal>blood’,
‘produced from porcine pancreatic tissue’,
‘produced from porcine intestinal mucosa’.
2.2.9.3. Special provisions for normal immunoglobulins.
In the case of normal immunoglobulins, the IgG subclass distribution should be stated in
terms of percent of total IgG present. The upper limit of the IgA content should follow.
2.2.9.4. Special provisions for vaccines.
In the case of vaccines, the content of active substance per dose unit (e.g. per 0.5 ml) should
be stated. Adjuvants, if present, should be stated qualitatively and quantitatively.
Residues that are of special relevance (e.g. ovalbumin in egg derived vaccines) should be
specified.
Additional specific guidance is available in Appendix 3 to these Requirements on the
Pharmaceutical Aspects of the Product Information for Human Vaccines.
2.2.10. Herbal medicinal products
The quantitative declaration should be in accordance with the Rules for granting a marketing
authorisation and assessment of medicinal products for human use subject to approval by the
Commission.
3. Pharmaceutical form
The pharmaceutical form should be described in accordance with Pharmaceutical Dose
Form Nomenclature subject to approval by the Commission. The term used in this section should be
the same as the term used in section 1 of the SmPC. However, where a short standard term is used
on small immediate packaging material, the short term should be added in brackets in this section.
A visual description of the appearance of the product (colour, markings, etc.) should be
given, in a separate paragraph to the standard term, including information on the actual size of a
solid oral formulation, e.g.
'Tablet
White, circular flat bevelled-edge tablets of 5 mm marked ‘100’ on one side’
In case of tablets designed with a score line, information should be given on whether or not
reproducible dividing of the tablets has been shown. e.g. ‘the scoreline is only to facilitate breaking
for ease of swallowing and not to divide into equal doses’, 'the tablet can be divided into equal
halves’.
Information on pH and osmolarity should be provided, as appropriate.
In case of products to be reconstituted before use, the appearance before reconstitution
should be stated in this section of the SmPC. Appearance of the product after reconstitution should
be stated in sections 4.2 and 6.6 of the SmPC.
4. Clinical particulars
4.1 Therapeutic indications
The indication(s) should be stated clearly and concisely and should define the target disease
or condition distinguishing between treatment (symptomatic, curative or modifying the evolution or
progression of the disease), prevention (primary or secondary) and diagnostic indication. When
appropriate it should define the target population especially when restrictions to the patient
populations apply.
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Study endpoints should not normally be included.
The objective of a prevention indication may be mentioned in general terms only. This
should also be done for the target population.
Where results from subsequent studies provide further definition or information on an
authorised indication, such information, provided it does not itself constitute a new indication, may
be considered for inclusion in section 5.1 of the SmPC.
Mandatory conditions of product usage not covered more appropriately in other parts of the
SmPC may also be included when relevant, e.g. concomitant dietary measures, lifestyle changes, or
other therapy.
It should be stated in which age groups the product is indicated, specifying the age limits,
e.g.
'X is indicated in <adults><neonates><infants><children> <adolescents> <aged x to y
<years, months’. For the purposes of these Requirements, pediatric population is categorized using
following age groups: preterm newborn infants (specifying gestational age), term newborn infants
(0 to 27 days), infants and toddlers (28 days to 23 months), Children (2 to 11 years), Adolescents
(12 to 18 years).
If the product’s indication depends on a particular genotype or the expression of a gene or a
particular phenotype, this should be stated in the indication.
4.2. Posology and method of administration
In case of specific (including restricted) medical prescription, this section of the SmPC
should be started by specifying the conditions.
In case of specific safety need, any recommended restriction to a particular setting should
also be stated (e.g. ‘restricted to hospital use only’ or ‘appropriate resuscitation equipment should
be available’).
4.2.1. Posology
The dosage should be clearly specified for each method/route of administration and for each
indication, as appropriate.
Where appropriate, a reference to official recommendations should be made (e.g. for
primary vaccination and antibiotics as well as for booster dose).
Dose recommendations (e.g. mg, mg/kg, mg/m2) should be specified per dose interval for
each category where appropriate (specify age/weight/body surface area of subsets of the population
as appropriate). Frequency of dosing should be expressed using time units (e.g. once or twice daily
or every 6 hour) and, to avoid confusion, abbreviations e.g. OD or BID should not be used.
Where appropriate, the following points should be addressed:
the maximum recommended single, daily and/or total dose,
the need for dose titration,
the normal duration of use and any restrictions on duration and, if relevant, the need for
tapering off, or advice on discontinuation,
advice on action to be taken if one or more dose(s) is (are) missed, or e.g. in case of
vomiting (the advice should be as specific as possible, taking into consideration the recommended
frequency of dosing and relevant pharmacokinetic data)
advice on preventive measures to avoid certain adverse drug reactions (e.g. administration of
antiemetics) with cross-reference to section 4.4 of the SmPC,
the intake of the product in relation to drink and food intake, together with a cross-reference
to section 4.5 of the SmPC in case of specific interaction e.g. with alcohol, grapefruit or milk,
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advice regarding repeat use, with any information on intervals to be observed between
courses of treatment, as appropriate,
interactions requiring specific dose adjustments with cross-reference to other appropriate
sections of the SmPC (e.g. 4.4, 4.5, 4.8, 5.1, 5.2), and
it may also be relevant to recommend not to prematurely discontinue a treatment in case of
specific non-serious adverse reaction(s) that are frequent but transient or manageable with dosetitration.
Where relevant to the particular product, the following should appear:
‘The potency of this medicinal product is expressed in <invented name> units. These units
are not interchangeable with the units used to express the potency of other <active substance
name> preparations’.
4.2.2. Special populations
Dosage adjustments or other posology related information in specific patient groups should
be stated where necessary, in well-defined sub-sections ordered by importance, e.g. regarding:
elderly population; it should be made clear whether or not any dosage adjustment is
necessary in any subsets of the elderly population, with cross-reference to other sections of the
SmPC providing information in elderly, e.g. 4.4, 4.5, 4.8 or 5.2.
renal impairment; the dose recommendation should relate as precisely as possible to the cutoff values for biochemical markers of renal impairment in clinical studies and to the results of these
studies;
hepatic impairment, specified according to the patients included in studies, for instance
‘alcohol-related cirrhosis’ and the definitions used in the studies, for instance Child-Pugh
score/grade of the patients;
patients with a particular genotype; with cross-reference to other relevant sections of the
SmPC for further detail as appropriate;
other relevant special population (e.g. patients with other concomitant disease or overweight
patients).
Advice relevant for dosage adjustment e.g. from monitoring of clinical symptoms and signs,
and/or laboratory investigations, including blood concentrations of the medicinal product should be
mentioned when appropriate with cross-reference to other sections of the SmPC where appropriate.
4.2.3. Paediatric population
The specific sub-section ‘paediatric population’ should always be included in the SmPC and
the information given should cover all subsets of the paediatric population, using a combination of
the possible situations presented below as appropriate.
If the product is indicated in the paediatric population, posology recommendations should be
given for each of the relevant subsets. The age limits should reflect the benefit-risk assessment of
the available documentation for each subset.
If the posology is the same in adults and children, then a statement to this effect is sufficient;
the posology does not need to be repeated.
Dose recommendations (e.g. mg, mg/kg, mg/m2) should be specified per dose interval for
the paediatric subsets where the product is indicated. Different subsets may require different dosing
information. If necessary, recommendations in preterm newborns should be presented taking into
account the more appropriate age e.g. gestational age or the post-menstrual age.
Depending on the subset, the clinical data and available formulations, the dose will be
expressed according to weight or body surface area, e.g. ‘children aged 2-4 years, 1 mg/kg
bodyweight twice a day’.
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When appropriate, information on timing of intake of the product should consider children’s
daily life, e.g. school or sleep.
Where a product is indicated in children and no adequate paediatric formulation can be
developed, detailed instructions on how to obtain an extemporaneous preparation shall be included
in section 6.6 of the SmPC with a cross-reference in section 4.2 of the SmPC.
Doses and method of administration in the various subsets may be presented in a tabulated
format.
If there is no indication for the product in some or all subsets of the paediatric population, no
posology recommendation can be made, but available information should be summarised using the
following standard statements (one or combination of several as appropriate):
The <safety> <and> <efficacy> of X in children aged x to y <months, years> <or any
other relevant subsets e.g. weight, pubertal age, gender> <has><have> not <yet> been
established.
One of the following statements should be added:
<No data are available>. or
- <Currently available data are described in section <4.8><5.1><5.2> but no
recommendation on a posology can be made >
X should not be used in children aged x to y <years, months><or any other relevant subsets
e.g. weight, pubertal age, gender> because of <safety> <efficacy> concern(s) <concern(s) to be
stated with cross-reference to sections detailing data (e.g. 4.8 or 5.1) >.
There is no relevant use of X in <the paediatric population><in children aged x to
y><years, months>><or any other relevant subsets e.g. weight, pubertal age, gender> in the
indication(s) <specify indication(s)>.
X is contraindicated in children aged x to y <years, months> <or any other relevant subsets
e.g. weight, pubertal age, gender> <in the indication ...> (cross-reference to section 4.3).
If there are more appropriate strength(s) and/or pharmaceutical form(s) for administration in
some or all subsets of the paediatric population (e.g. oral solution for infants), these can be
mentioned in the SmPC of the less appropriate one(s).
E.g.: Other pharmaceutical forms/strengths may be more appropriate for administration to
this population.
4.2.4. Method of administration
Any special precautions related to the manipulation or administration of the product (e.g.
cytotoxic products) by healthcare professionals (including pregnant healthcare professionals), the
patient or carers should be mentioned here under a specific sub-heading (<Precaution to be taken
before manipulating or administering theproduct>), with a cross-reference to section 6.6 (or 12) of
the SmPC.
The route of administration and concise relevant instruction for correct administration and
use should be given here. Information on instructions for preparation or reconstitution should be
placed in section 6.6 ‘Special precautions for disposal of a used medicinal product and other
handling of the product’ (or in section 12 if appropriate) of the SmPC and cross-referenced here.
When supportive data are available, information on alternative method(s) to facilitate
administration or acceptability should be given as explicitly as possible (e.g. possibility of crushing
tablet, cutting tablet or transdermal patch, pulverising tablet, opening capsules, mixing with food,
dissolution in drinks - specifying if a proportion of the dose can be given) particularly for
administration via feeding tubes.
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Any specific recommendation for use related to the pharmaceutical form should be
explained, e.g.:
‘the coated tablet should not be chewed because of <bad taste>’,
‘the enteric-coated tablet should not be crushed because coating prevents <pH sensitive
degradation><irritant effects> on the gut’,
‘the coated tablet should not be broken because the coating is intended to ensure a
prolonged release (see 5.2)’.
For parenteral formulations, information on the rate or speed of injection or infusion should
be provided.
For parenteral formulations - in children, especially newborns in whom quite often fluids
have to be restricted - it would be useful to have information on maximal concentration that can be
safely administered (e.g. ‘no more thanXmg of Y/ml of solution’).
4.3. Contraindications
Situations where the medicinal product must not be given for safety reasons, i.e.
contraindications, are the subject of this section. Such circumstances could include a particular
clinical diagnosis, concomitant diseases, demographic factors (e.g. gender, age) or predispositions
(e.g. metabolic or immunological factors, a particular genotype and prior adverse reactions to the
medicine or class of medicines). The situations should be unambiguously, comprehensively and
clearly outlined.
Other medicines or classes of medicine, which must not be used concomitantly or
consecutively should be stated, based on either data or strong theoretical reasons. If applicable a
cross-reference to section 4.5 of the SmPC should be made.
In general, patient populations not studied in the clinical trial programme should be
mentioned in section 4.4 and not in this section unless a safety issue can be predicted (e.g. use of
renally eliminated substances with narrow therapeutic margin in renal failure patients). If, however,
patients have been excluded from studies due to a contraindication on grounds of safety, they
should be mentioned in this section. If applicable a cross-reference to section 4.4 of the SmPC
should be made.
Only if pregnancy or breastfeeding is contraindicated, should it be mentioned here. In
section 4.6 of the SmPC, a cross-reference should be made and further background information
provided.
Hypersensitivity to the active substance or to any of the excipients or residues from the
manufacturing process should be included, as well as any contraindication arising from the presence
of certain excipients (in accordance with Appendix 1 to these Requirements).
For herbal medicinal products, hypersensitivity extended to other plants of the same family
or to other parts of the same plant should be labelled as a contraindication, where applicable.
Lack of data alone should not lead to a contraindication. Where for safety reasons,
product should be contraindicated in a specific population, e.g. paediatric or a subset of
paediatric population, it should appear in this section of the SmPC with a cross-reference to
section of the SmPC giving detailed information on the safety issue. A contraindication in
paediatric population should be listed without a sub-heading.

the
the
the
the

4.4. Special warnings and precautions for use
The order of warnings and precautions should in principle be determined by the importance
of the safety information provided.
The exact content of this section of the SmPC will be different for each product and the
therapeutic conditions it is intended to treat. It is however suggested that the following items should
be included in this section of the SmPC where relevant to the specific product.
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Information on a specific risk should be given in this section of the SmPC only when the
risk leads to a precaution for use or when healthcare professionals have to be warned of this risk.
Patient groups in which use of the medicinal product is contraindicated should be mentioned in
section 4.3 of the SmPC only and not to be repeated here.
The following should be described:
The conditions, in which the use of the medicinal product could be acceptable, provided that
special conditions for use are fulfilled. In particular, specific risk minimisation measures requested
as part of a Risk Management Plan to ensure safe and effective use should be described in this
section. (For example; ‘Liver function should be monitored before initiation of treatment and
monthly thereafter’, ‘Patients should be advised to immediately report any symptoms of depression
and/or suicidal ideation’, ‘Women of childbearing potential should use contraception’, ...)
Special patient groups that are at increased risk or are the only groups at risk of experiencing
product or product class-related adverse reactions (usually serious or common), e.g. elderly,
children, patients with renal or hepatic impairment (including the degree of impairment, e.g. mild,
moderate or severe), patients having an anaesthesic or patients with cardiac failure (including in this
case the NYHA Classification for example). Cross-reference to section 4.8 of the SmPC on the
differential effects in terms of frequency and severity of the specified adverse reaction should be
provided.
Serious adverse reactions to which healthcare professionals need to be alerted, the situations
in which these may occur and the action that may be required, e.g. emergency resuscitation.
If there are particular risks associated with starting the medicinal product (e.g. first dose
effects) or stopping it (e.g. rebound, withdrawal effects), these should be mentioned in this section,
together with the action required for prevention.
Any measures which can be taken to identify patients at risk and prevent the occurrence, or
detect early the onset or worsening of noxious conditions. If there is a need for awareness of
symptoms or signs representing early warning of a serious adverse reaction, a statement should be
included.
Any need for specific clinical or laboratory monitoring should be stated. Recommendation
for monitoring should address why, when and how the monitoring should be conducted in clinical
practice. If dose reduction or other posology is recommended in such circumstances or conditions,
this should be included in section 4.2 of the SmPC and cross-referenced here.
Any warnings necessary for excipients or residues from the manufacturing process.
For herbal preparations containing alcohol, information about the ethanol content in the
medicinal product should be included in accordance with Appendix 1 to these Requirements.
Any warnings in the SmPC and PL necessary with respect to transmissible agents.
Subjects or patients with a specific genotype or phenotype might either not respond to the
treatment or be at risk of a pronounced pharmacodynamic effect or adverse reaction. These may
arise because of non-functioning enzyme alleles, alternative metabolic pathways (governed by
specific alleles), or transporter deficiencies. Such situations should be clearly described if known.
Any particular risk associated with an incorrect route of administration (e.g. necrosis risk
with extravasation of intravenous formulation, or neurological consequences of intravenous use
instead of intramuscular use), should be presented, with advice on management if possible.
In exceptional cases, especially important safety information may be included in bold type
within a box.
Any adverse reactions described in this section or known to result from conditions
mentioned here should also be included in section 4.8 of the SmPC.
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Specific interference with laboratory tests should be mentioned when appropriate, e.g.
Coombs test and Beta-lactams. They should be clearly identified with a subheading, e.g.
‘Interference with serological testing’.
In general, descriptions of warnings and precautions regarding pregnancy and breastfeeding, ability to drive and use machines, and other aspects of interactions should be dealt with in
sections 4.5 to 4.7 of the SmPC, respectively. However in specific cases of major clinical
importance it might be more appropriate to describe specific precautionary measures in this section,
e.g. contraception measures, or when concomitant use of another medicine is not recommended,
and with cross reference to section 4.5, 4.6, or 4.7 of the SmPC.
4.4.1. Paediatric population
When the product is indicated in one or more subsets of the paediatric population and there
are warnings and precautions for use that are specific to the paediatric population or any subset of
the paediatric population, they should be identified under this subheading. Any necessary warning
or precaution in relation to long-term safety (e.g. on growth, neuro-behavioural development or
sexual maturation) or specific monitoring (e.g. growth) in the paediatric population should be
described. When long-term safety data are necessary but not yet available, it should be stated in this
section. Warnings should be included in case of possible significant or long-lasting impact on
children’s daily activities, such as learning ability or physical activities, or in case of impact on
appetite or sleep pattern.
Measures specific to the paediatric population for which the product is indicated (e.g. as part
of a Risk Management Plan) should be described.
4.5. Interaction with other medicinal products and other forms of interaction
This section should provide information on the potential for clinically relevant interactions
based on the pharmacodynamic properties and in vivo pharmacokinetic studies of the medicinal
product, with a particular emphasis on the interactions, which result in a recommendation regarding
the use of this medicinal product. This includes in vivo interaction results which are important for
extrapolating an effect on a marker (‘probe’) substance to other medicinal products having the same
pharmacokinetic property as the marker.
Interactions affecting the use of this medicinal product should be given first, followed by
those interactions resulting in clinically relevant changes on the use of others.
Interactions referred to in other sections of the SmPC should be described here and crossreferenced from other sections.
The order of presentation should be contraindicated combinations, those where concomitant
use is not recommended, followed by others.
The following information should be given for each clinically relevant interaction:
Recommendations: these might be
contraindications of concomitant use (cross-refer to section 4.3 of the SmPC),
concomitant use not recommended (cross-refer to section 4.4 of the SmPC), and
precautions including dose adjustment (cross-refer to sections 4.2 or 4.4 of the SmPC, as
appropriate), mentioning specific situations where these may be required.
Any clinical manifestations and effects on plasma levels and AUC of parent compounds or
active metabolites and/or on laboratory parameters.
Mechanism, if known. For example, interaction due to inhibition or induction of cytochrome
P450 should be presented as such in this section, with a cross-reference to 5.2 of the SmPC where
in vitro results on inhibition or induction potential should be summarised.
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Interactions not studied in vivo but predicted from in vitro studies or deducible from other
situations or studies should be described if they result in a change in the use of the medicinal
product, cross- referring to sections 4.2 or 4.4 of the SmPC.
This section should mention the duration of interaction when a medicinal product with
clinically important interaction (e.g., enzyme inhibitor or inducer) is discontinued. Adjustment of
dosing may be required as a result. The implication for the need for a washout period when using
medicines consecutively should also be mentioned.
Information on other relevant interactions such as with herbal medicinal products, food,
alcohol, smoking, or pharmacologically active substances not used for medical purpose, should also
be given. With regard to pharmacodynamic effects where there is a possibility of a clinically
relevant potentiation or a harmful additive effect, this should be stated.
In vivo results demonstrating an absence of interaction should only be mentioned here if this
is of major importance to the prescriber (e.g. in therapeutic area where potentially problematic
interactions have been identified such as with anti-retroviral medicines).
If no interaction studies have been performed, this should be clearly stated.
4.5.1. Additional information on special populations
If there are patient groups in which the impact of an interaction is more severe, or the
magnitude of an interaction is expected to be larger e.g., patients with decreased renal function (in
case the parallel pathway is renal excretion), paediatric patients, elderly etc, this information should
be given here.
If interactions with other medicinal products depend on polymorphisms of metabolising
enzymes or certain genotypes, this should be stated.
4.5.1.1. Paediatric population
Information specific to a subset of the paediatric population should be given here if there is
an indication for the particular age group.
The resulting exposure and clinical consequences of a pharmacokinetic interaction can differ
between adults and children, or between older and younger children. Therefore;
Any identified treatment recommendations should be given in relation to concomitant use in
the paediatric subset(s) (e.g. dose adjustment, extra-monitoring of clinical effect marker/adverse
reactions, therapeutic drug monitoring),
If the interaction studies have been performed in adults, the statement ‘Interaction studies
have only been performed in adults’ should be included.
If the extent of an interaction is known to be similar in a paediatric age group to that in
adults, this should be stated.
If this is not known, this should also be stated.
The same applies to pharmacodynamic drug interactions.
In cases of food interaction leading to a recommendation on co-administration with a meal
or specific food, it should be specified whether this is relevant for paediatric use (especially
newborns and infants) whose diet is different (100 % milk in newborns).
Overall, section 4.5 should be presented in the simplest possible way to highlight the
interactions resulting in a practical recommendation regarding the use of the medicinal product.
Presentation in a tabulated format may help where interactions are numerous and various, such as
with anti-viral products.
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4.6. Fertility, pregnancy and lactation
4.6.1. General principles
Efforts should be made by the Marketing Authorisation Applicant or Holder to provide the
reasons for the recommendations for use in pregnant or lactating women and in women of
childbearing potential. This information is important for the healthcare professionals informing the
patient.
In the overall assessment, all available knowledge should be taken into account, including
clinical studies and post-marketing surveillance, pharmacological activity, results from non-clinical
studies, and knowledge about compounds within the same class.
Efforts should be made to update the recommendations for use during pregnancy and
lactation on the basis of increasing human experience in exposed pregnancies which eventually
supersede the animal data.
In case of contraindication, this should be included in section 4.3 of the SmPC.
The following should be mentioned:
4.6.2. Women of childbearing potential / Contraception in males and females
Recommendations on the use of the medicinal product in women of childbearing potential
should be given when appropriate including the need for pregnancy test or contraceptive measures.
Where an effective contraception is required for patients or partners of patients during treatment or
for a defined period before starting or after ending treatment, the rationale should be included in this
section. If contraceptive measures are recommended, there should also be a cross-reference to
section 4.5 (and possibly 4.4) of the SmPC in case of interaction with oral contraceptives.
4.6.3. Pregnancy
In general, clinical and non-clinical data should be followed by recommendations.
With respect to non-clinical data, only conclusions of the reproductive toxicity studies
should be included in this section. Further details should be provided in section 5.3 of the SmPC.
With respect to clinical data,
the section should include comprehensive information on relevant adverse events reported in
the embryo, the fetus, neonates and pregnant women, when appropriate.
The frequency of such events (for example the frequency of birth defects) should be
specified when available.
the section should specify the extent of the human experience if no adverse events have been
reported in pregnancy.
With respect to the recommendations:
a) Recommendations on the use of the medicinal product during the different periods of
gestation, including the reason(s) for these recommendations, should be given.
b) Recommendations for the management of exposure during pregnancy when appropriate
(including relevant specific monitoring such as fetal ultrasound, specific biological or clinical
surveillance of the fetus or the neonate) should be given.
Cross-references can be included in sections 4.3, 4.4 and 4.8 of the SmPC, as appropriate.
Examples of wording for this section are annexed to the CHMP/SWP guideline on
reproduction and lactation.
4.6.4. Breastfeeding
If available, clinical data should be mentioned (exposed breastfed infants) as the conclusions
of kinetic studies (plasma concentrations in breastfed infants, transfer of the active substance and/or
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its metabolite(s) into human milk…). Information on adverse reactions in nursing neonates should
be included if available.
Conclusions from non-clinical studies on the transfer of the active substance and/or its
metabolite(s) into milk should be given only if no human data are available.
Recommendations should be given to stop or continue breastfeeding and/or to stop or
continue the treatment in cases where treatment or breastfeeding discontinuation is recommended,
and the reason should be provided.
Examples of wordings for this section are annexed to the CHMP/SWP guideline on
reproduction and lactation.
4.6.5. Fertility
The main information on the possible effects of the medicinal product on male and female
fertility should be included in section 4.6 of the SmPC:
a) Clinical data if available.
b) Relevant conclusions from nonclinical toxicity studies, if available. Further details should
be included in section 5.3 of the SmPC.
c) Recommendations for the use of the medicinal product when pregnancy is planned but
fertility might be affected by treatment.
Cross-references to other SmPC sections could be included in section 4.3 of the SmPC, if
appropriate.
If there are no fertility data at all, then this should be clearly stated.
4.7. Effects on ability to drive and use machines
On the basis of the pharmacodynamic and pharmacokinetic profile, reported adverse
reactions and/or specific studies in a relevant target population addressing the performance related
to driving and road safety or using machines, specify whether the medicinal product has a) no or
negligible influence b) minor influence, c) moderate influence or d) major influence on these
abilities.
Other important factors that affect the ability to drive and use machines should be
considered if known, e.g. duration of the impairing effect and the development of tolerance or
adverse reactions with continued use.
For situations c and d, special warnings/precautions for use should be mentioned here (and
also in section 4.4 of the SmPC for situation of major influence).
4.8. Undesirable effects
This section should include all adverse reactions from clinical trials, post-authorisation
safety studies and spontaneous reporting for which, after thorough assessment, a causal relationship
between the medicinal product and the adverse event is at least a reasonable possibility, based for
example, on their comparative incidence in clinical trials, or on findings from epidemiological
studies and/or on an evaluation of causality from individual case reports. Adverse events, without at
least a suspected causal relationship, should not be listed in the SmPC.
The content of this section should be justified in the Clinical Overview of the marketing
authorisation application based upon a best-evidence assessment of all observed adverse events and
all facts relevant to the assessment of causality, severity and frequency. This section should be
regularly reviewed and, if necessary, updated with the aim to ensure appropriate information to
health care professionals on the safety profile of the product. In addition, the whole section could be
revised at the renewal of the marketing authorisation, where the safety profile of most products is
likely to be well established, and thereafter at each of the three-yearly PSUR.
It is important that the whole section is worded in concise and specific language and does
not include information such as claims regarding the absence of specific adverse reactions,
comparative frequency statements other than as described below, or statements of general good
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tolerability such as ‘well tolerated’, ‘adverse reactions are normally rare’, etc. Statements on lack of
proof of causal association should not be included.
In order to provide clear and readily accessible information, section 4.8 of the SmPC should
be structured according to the following recommendations:
Summary of the safety profile
Tabulated summary of adverse reactions
Description of selected adverse reactions
Paediatric population
Other specialpopulation(s)
4.8.1. Summary of the safety profile
The summary of the safety profile should provide information about the most serious and/or
most frequently occurring adverse reactions.
If known, it may be helpful to indicate the timing when adverse reactions occur. For
example, in order to prevent early discontinuation of a treatment, it may be important to inform
about non-serious adverse reactions that are frequent in the beginning of the treatment but may
disappear with its continuation. Another example would be to inform about adverse reaction
associated with long-term use. Frequencies of cited adverse reactions should be stated as accurately
as possible. This summary of the safety profile should be consistent with the important identified
risks mentioned in the Safety Specification of the Risk Management Plan. The information should
be consistent with the Table of Adverse Reactions (see section b). Cross-reference should be made
to section 4.4 of the SmPC if relevant risk minimisation measures have been proposed in that
section.
An example of an acceptable statement is given below:
‘At the beginning of the treatment, epigastric pain, nausea, diarrhoea, headache or vertigo
may occur; these reactions usually disappear within a few days even if treatment is continued. The
most commonly reported adverse reactions during treatment are dizziness and headache, both
occurring in approximately 6% of patients. Serious acute liver injury and agranulocytosis may
occur rarely (less than 1 case per 1,000 patients)’
4.8.2. Tabulated list of adverse reactions
A single table (or structured listing) should list all adverse reactions with their respective
frequency category. In some cases for common or very common reactions, and when it is necessary
for the clarity of the information, frequency figures may be presented in the table.
Separate tables are acceptable in exceptional cases where the adverse reaction profiles
markedly differ depending on the use of the product. For example, it might be the case for a product
used for different indications (e.g. an oncology and a non-oncology indication) or at different
posologies.
The table should be introduced with a short paragraph stating the source of the safety
database (e.g. from clinical trials, post-authorisation safety studies or spontaneous reporting).
The table should be presented according to Appendix 4 to these Requirements system organ
classification. The system organ class (SOC) should be presented in the order shown in Appendix 4
to these Requirements. This will usually be at the Preferred Term (PT) Level, although there may
be instances where the use of Lowest Term Level or exceptionally group terms, such as High Level
Terms may be appropriate.
As a general rule, any adverse reactions should be assigned to the most relevant SOC related
to the target organ. For example, PT ‘Liver function test abnormal should be assigned to the SOC
‘Hepatobiliary disorders’ rather than to the SOC ‘Investigations’.
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Within each system organ class, the adverse reactions should be ranked under headings of
frequency, most frequent reactions first. Within each frequency grouping, adverse reactions should
be presented in the order of decreasing seriousness. The names used to describe each of the
frequency groupings should follow standard terms established in each official language using the
following convention: Very common (>1/10); common (>1/100 to <1/10); uncommon (>1/1,000 to
<1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000).
In exceptional cases, if a frequency cannot be estimated from the available data, an
additional category frequency ‘not known’ may be used. In case the expression ‘Frequency not
known’ is used, the following text should be added in the list of terms explaining the frequency
categories: ‘not known(cannot be estimated from the available data)’. The expressions
isolated/single cases/reports should not be used.
Where additional details about an adverse reaction are described in section c), the reaction
concerned should be highlighted, for example with an asterisk, and, ‘see section c)’ should be
included as a footnote.
Guidance on how to estimate the frequency of an adverse reaction is provided at
subparagraph 4.8.6 of these Requirements.
4.8.3. Description of selected adverse reactions
This section should include information characterising specific adverse reaction which may
be useful to prevent, assess or manage the occurrence of an adverse reaction in clinical practice.
This section should include information characterising individual serious and/or frequently
occurring adverse reactions, or those where there have been reports of particularly severe cases. The
information should provide frequency and may describe for example reversibility, time of onset,
severity, duration, mechanism of the reaction (if of clinical relevance), dose relationship,
relationship with duration of exposure or risk factors. Measures to be taken to avoid specific
adverse reactions or actions to be taken if specific reactions occur should be mentioned under
section 4.4 of the SmPC and cross-referenced here.
Information on the occurrence of withdrawal reactions may be mentioned here with crossreference to section 4.2 of the SmPC in case of need for tapering off or advice on discontinuation of
the product.
Mention should be made here of any differences between different dosage forms in respect
of adverse reactions.
In the case of combination products, information should be included in this sub-section
pointing out which particular adverse reactions are usually attributable to which active substance of
the combination, where known.
Any adverse reactions resulting directly from an interaction should be mentioned here and
cross-referenced to section 4.5 of the SmPC.
This section should also inform on adverse reactions with very low frequency or with
delayed onset of symptoms which may not have been observed in relation to the product, but which
are considered to be related to the same therapeutic, chemical or pharmacological class. The fact
that this is a class attribution should be mentioned.
Any adverse reaction specific to excipients or residues from the manufacturing process
should be included.
4.8.4. Paediatric population
A paediatric sub-section should always be included (unless irrelevant).
The extent and age characteristics of the safety database in children should be described
(e.g. from clinical trials or pharmacovigilance data). Uncertainties due to limited experience should
be stated.
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If the observed safety profile is similar in children and adults this could be stated: e.g.
‘Frequency, type and severity of adverse reactions in children are <expected> to be the same as in
adults’. Similarly, it is appropriate to state whether the safety profiles in the different paediatric
subsets are similar or not.
Any clinically relevant differences (i.e. in nature, frequency, seriousness or reversibility of
adverse reactions) between the safety profiles in adult and paediatric populations, or in any relevant
age groups, should be described and presented by age group. If there is a need for specific
monitoring, this should be highlighted by cross-referencing to section 4.4 of the SmPC. For
clinically relevant differences, a separate table listing such adverse reactions by frequency can be
added and presented by relevant age groups if appropriate.
If some paediatric adverse reactions are considered common (>1/100 to <1/10) or very
common (>1/10), the frequencies should be provided in parentheses. In case of major difference
with the safety profile in adults, a summary of the safety profile in children could be presented to
facilitate the presentation of the information. Available information, from any source scientifically
validated, on long-term safety in children (e.g. on growth, mental development and sexual
maturation) should also be summarised, whether positive or negative, with cross-reference to
section 5.1 of the SmPC if appropriate. Any risk factors such as duration of treatment or period at
risk should be specified.
If relevant, symptoms of neonatal withdrawal should be listed in a separate paragraph with
cross reference with 4.6 of the SmPC.
4.8.5. Other special populations
This section may include information on any clinically relevant differences (i.e. in nature,
frequency, seriousness or reversibility of adverse reactions, or need for monitoring) specifically
observed in other special populations such as elderly, patients with renal impairment, patients with
hepatic impairment, patients with other diseases or a specific genotype. Cross-reference to other
sections such as 4.3, 4.4 or 4.5 of the SmPC may be added as appropriate.
Adverse reactions may also be related to genetically determined product metabolism.
Subjects or patients deficient in the specific enzyme may experience a different rate or severity of
adverse reactions. This should be mentioned and where relevant correlated with data from clinical
trials.
4.8.6. Further guidance on the estimation of frequency of adverse reactions
The estimation of the frequency of an adverse reaction depends on the data source (i.e.
clinical trial, post-authorisation safety study or spontaneous reporting), the quality of data collection
and causality evaluation. If the choice of the frequency category is based on different sources, the
category representing the highest frequency should be chosen unless a more specific method has
been applied and thus resulted in an estimate of clearly higher validity, e.g. a pooled analysis across
suitable studies.
Sources of data should use population exposed to the doses and treatment duration as
recommended in the SmPC.
Reactions that are reported under different terms but represent the same phenomenon (e.g.,
sedation, somnolence, drowsiness) should ordinarily be grouped together as a single adverse
reaction to avoid diluting or obscuring the true effect. Similarly, reactions that represent a syndrome
complex should ordinarily be grouped together under an appropriate heading to avoid obscuring the
full range of respective symptoms.
4.8.7. Adverse reactions from clinical trials
Safety data from several studies should be pooled to increase the precision of adverse
reaction rates as appropriate without introducing bias (e.g. major difference in population
characteristics or exposure to the product).
The frequency of adverse reactions should be derived from pooled placebo-controlled
studies if these data are available and the databases are sufficiently large to be informative. If these

21
data are unavailable or not sufficiently informative, active-controlled data or possibly single-arm or
add-on trials databases could be used to estimate frequencies.
Frequency should represent crude incidence rates (and not differences or relative risks
calculated against placebo or other comparator).
When a common, very common or serious adverse reaction (e.g. suicide) also occurs in the
placebo group with a relevant frequency, both incidence rates can be stated to put the risk into
perspective (e.g. in subsection c).
4.8.8. Adverse reactions from safety studies
The choice of the frequency category to which any adverse reaction will be assigned is
based on the point estimate of the crude incidence rate derived from a study designed in such a way
that specific adverse events occurring in patients within a defined observation period would have
been detected and reasonably attributed to the medicinal product. In this situation, it is possible to
calculate a point estimate of the crude incidence rate using standard statistical methods.
In cases where the original information is expressed as an incidence density (denominator
expressed as person-time), an appropriate transformation into an incidence proportion should be
performed for choosing the frequency category. Normally, incidence proportions for the most
representative exposure period (e.g. 1 week, 3 months, 1 year) should be used to derive the
frequency category. However, this may not be appropriate if the hazard function increases over
time; in this case, the adverse reaction and its frequency pattern, when clinically relevant, should be
properly described in section on description of selected adverse reactions).
The frequency category to be chosen for each adverse reaction should be based on
differences calculated against a comparator. However, when data are derived from a study with a
non-exposed group and the rate difference attributed to the medicinal product is smaller than the
baseline or background incidence rate, and if the adverse reaction is considered important, the
background incidence may be provided (e.g. in section describing individual adverse reactions).
4.8.9. Adverse reactions from spontaneous reporting
The number of spontaneous reports should not be stated because the number can quickly
become outdated. Frequencies based on reporting rates from a spontaneous reporting system should
not be used to assign frequency category. In case of an unexpected adverse reaction detected from
spontaneous reporting, each adequately designed study where this adverse reaction could have been
detected should be reviewed to choose a frequency category.
If the adverse reaction has never been observed in clinical trials, then the upper limit of the
95% confidence interval is not higher than 3/X, with X representing the total sample size summed
up across all relevant clinical trials and studies (e.g. those with a follow-up long enough to detect
the adverse reaction). For example, if a particular adverse reaction has not been observed among
3600 subjects exposed to the product in clinical trials and studies, then the upper limit of the 95%
confidence interval for the point estimate is 1/1200 or less and the frequency category should be
‘rare’, based on worst value of the point estimate. The rationale for the frequency category for that
particular reaction could be explained in sub-section c).
4.9. Overdose
Describe acute symptoms and signs and potential sequelae of different dose levels of the
medicinal product based on all available information including accidental intake, mistakes and
suicide attempts by patients.
Taking into account all relevant evidence, describe management of overdose in man, e.g. in
relation to monitoring or use of specific agonists/antagonists, antidotes or methods to increase
elimination of the medicinal product such as dialysis. However, there should not be any dosage
recommendation of other medicinal products (e.g. antidotes) as it could create conflict with the
SmPCs of those other products. If applicable, counteractive measures based on genetic factors
should be described.
4.9.1. Additional information on special populations
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Information specifically observed in special populations such as elderly, patients with renal
impairment, patients with hepatic impairment, other concomitant diseases etc.
4.9.2. Paediatric population
If there are specific paediatric considerations, there should be a sub-section entitled
‘paediatric population’.
Special mention should be made of those medicinal products/strength of formulation for
which ingestion of only one dose unit by children can cause fatal poisoning.
5. Pharmacological properties
Sections 5.1 - 5.3 of the SmPC should normally mention information, which is relevant to
the prescriber and to other healthcare professionals, taking into account the approved therapeutic
indication(s) and the potential adverse drug reactions. Statements should be brief and precise.
The sections should be updated regularly when new information becomes available,
especially in relation to the paediatric population.
5.1. Pharmacodynamic properties
Describe:
Pharmacotherapeutic group and ATC code:
Inclusion of the therapeutic subgroup (2nd level of WHO classification) with the 3rd
(pharmacological subgroup) or 4th (chemical subgroup) level is recommended.
If an ATC code is not yet available, this should be mentioned as ‘not yet assigned’.
In case of medicinal product authorised as similar biological medicinal product, the
following statement will be included:
<< (Invented) Name> is a biosimilar medicinal product >
Mechanism of action (if known)
Pharmacodynamic effects.
Clinical efficacy and safety
It may be appropriate to provide limited information, relevant to the prescriber, such as the
main results (statistically compelling and clinically relevant) regarding pre-specified end points or
clinical outcomes in the major trials, and giving the main characteristics of the patient population.
Such information on clinical trials should be concise, clear, relevant and balanced, and should
summarise evidence from relevant studies supporting the indication. The magnitude of effects
should be described using absolute figures. (Relative risks or odd ratio should not be presented
without absolute figures).
In the exceptional cases when clinically relevant information from subgroup or post-hoc
analyses is presented, it should be identified as such in a balanced manner reflecting the limited
robustness of both positive and negative secondary observations.
Any relevant pharmacogenetic information from clinical studies may be mentioned here.
This should include any data showing a difference in benefit or risk depending on a particular
genotype or phenotype.
5.1.1. Paediatric population
The results of all pharmacodynamic (clinically relevant) or efficacy studies conducted in
children should be presented under this sub-heading.
Information should be updated when new relevant information becomes available. Results
should be presented by age or relevant subsets.
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When there are data available, but there is no authorised paediatric indication, data should
be presented and a cross-reference should always be made to section 4.2 of the SmPC and, as
appropriate to 4.3 of the SmPC.
In presenting results of studies, particular attention should be given to include the relevant
safety data. For exploratory studies, the results of the main endpoints should be given with the main
characteristics of the population studied and the doses used.
When they are available, information and results of confirmatory studies should usually
supersede and replace those of exploratory studies. For confirmatory studies, the objectives, the
study duration, the doses used (and the formulation used if different from the marketed one), the
main characteristics of the patient population studied (including age and numbers of patient), and
the main results regarding pre-specified endpoints should be provided, whether positive or negative.
If data are considered inconclusive, this should be stated.
The objective and the main results or the conclusion of any specific clinical safety study
should also be given.
If the competent authorities of the Member States has waived or deferred a paediatric
development, the information should be given as follows:
For waivers applying to all subsets:
‘The {name of the competent authority of the Member State} has waived the obligation to
submit the results of studies with <name of the product> in all subsets of the paediatric population
in <condition as per PIP decision, in the granted indication>. See 4.2 of the SmPC for information
on paediatric use.’
For deferrals applying to at least one subset:
‘The competent authorities of the Member States have deferred the obligation to submit the
results of studies with <name of the product> in one or more subsets of the paediatric population in
<condition, as per PIP decision in the granted indication>. See 4.2 of the SmPC for information on
paediatric use.
For products approved under ‘conditional approval’, include the following statement:
<This medicinal product has been authorised under a so-called ‘conditional approval’
scheme. This means that further evidence on this medicinal product is awaited. The {name of the
competent authority of the Member State} will review new information on the product every year
and this SmPC will be updated as necessary.>
or
<This medicinal product has been authorised under ‘Exceptional Circumstances’. This
means that <due to the rarity of the disease> <for scientific reasons> <for ethical reasons> it has
not been possible to obtain complete information on this medicinal product. The {name of the
competent authority of the Member States} will review any new information which may become
available every year and this SmPC will be updated as necessary.>
5.2. Pharmacokinetic properties
Pharmacokinetic properties of the active substance(s) relevant for the advised dose, strength
and the pharmaceutical formulation marketed should be given in this section. If these are not
available, results obtained with other administration routes, other pharmaceutical forms or doses
can be given as alternative.
Basic primary pharmacokinetic parameters, for instance bioavailability, clearance and halflife, should be given as mean values with a measure of variability.
Pharmacokinetics items, which could be included in this section when relevant, are given
below.
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General introduction, information about whether the medicinal product is a pro-drug or
whether there are active metabolites, chirality, solubility, information on the population in which
general pharmacokinetic data were obtained, etc.
General characteristics of the active substance(s) after administration of the medicinal
product formulation to be marketed.
Absorption: complete or incomplete absorption; absolute and/or relative bioavailability; first
pass effect; Tmax; the influence of food; in case of locally applied medicinal product the systemic
bioavailability; involvement of transport proteins. If available, information on the site of absorption
in the gastro-intestinal tract should be stated (as it may be important for administration by enteral
feeding tubes).
Distribution: plasma protein binding; apparent volume of distribution per kilogram body
weight (l/kg); tissue and/or plasma concentrations; pronounced multi-compartment behaviour;
involvement of transport proteins.
Biotransformation: degree of metabolism; which metabolites; activity of metabolites and
contribution to effect and toxicity; enzymes involved in metabolism; site of metabolism; results
from in vitro interaction studies that indicate whether the new compound can induce/inhibit
metabolic enzymes.
Elimination: elimination half-lives, total clearance; inter and/or intra-subject variability in
total clearance; excretion routes of the unchanged substance and the metabolites including the
relative portion of the hepatic and renal eliminated fraction, involvement of transport proteins.
Linearity/non-linearity: linearity/non-linearity of the pharmacokinetics of the active
substance with respect to dose and/or time; if the pharmacokinetics are nonlinear with respect to
dose and/or time, the underlying reason for the non-linearity should be presented.
Additional relevant information should be included here.
Characteristics in specific groups of subjects or patients
Variations with respect to factors such as age, weight, gender, smoking status, polymorphic
metabolism and concomitant pathological situations such as renal failure, hepatic disease, including
degree of impairment. If the influence on pharmacokinetics is considered to be clinically relevant, it
should be described here in quantitative terms (cross-reference to section 4.2 of the SmPC when
applicable).
Pharmacokinetic/pharmacodynamic relationship(s)
Relationship between dose/concentration/pharmacokinetic parameter and effect (either true
endpoint, validated surrogate endpoint or side effect).
The population studied should be described.
5.2.1. Paediatric population
Results of pharmacokinetic studies in the different paediatric age groups should be
summarised, with a comparison to adults if available. If appropriate, the dose producing similar
product exposure as in adults could be given. The pharmaceutical form(s) used for pharmacokinetic
studies in children should be stated. Uncertainties due to limited experience should be stated.
5.3. Preclinical safety data
Information should be given on any findings in the non-clinical testing which could be of
relevance for the prescriber, in recognising the safety profile of the medicinal product used for the
authorised indication(s), and which is not already included in other relevant sections of the SmPC.
If the results of the non-clinical studies do not add to the information needed by the
prescriber, then the results (either positive or negative) need not be repeated in the SmPC.
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The findings of the non-clinical testing should be described in brief with qualitative
statements as outlined in the following example:
Non-clinical data reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential and toxicity to
reproduction and development.
Effects in non-clinical studies were observed only at exposures considered sufficiently in
excess of the maximum human exposure indicating little relevance to clinical use.
Adverse reactions not observed in clinical studies, but seen in animals at exposure levels
similar to clinical exposure levels and with possible relevance to clinical use were as follows.
Findings of non-clinical studies relevant for use in the paediatric population, including
juvenile animals and peri- or post- natal studies, should be presented with a discussion of their
clinical relevance, under a sub-heading if necessary.
5.3.1. Environmental Risk Assessment (ERA)
Where relevant, conclusions on the environmental risk assessment of the product should be
included, with reference to section 6.6 of the SmPC.
6. Pharmaceutical particulars
6.1. List of excipients
A list should be given of the excipients, expressed qualitatively only. All excipients, which
are present in the product, should be included, even those present in small amounts, such as printing
inks. Further details on the excipients to be declared may be found in the section on definitions in
Appendix 1 to these Requirements. For transdermal patches, all ingredients of the patch (including
the adhesive, release liner and backing film) should be mentioned.
The active substance itself, residues of substances used during manufacture of the finished
product (for example, solvents, head-space gases or antibiotics in vaccine manufacture), lubricants
for prefilled syringes and constituents of capsule shells for inhalation powders not intended to be
taken should not be included.
However, certain residues such as residues of antibiotic or other antimicrobial agents used in
production that are known allergens with a potential for inducing undesirable effects should be
mentioned in section 4.3 or 4.4 of the SmPC as appropriate.
Excipients should be referred to by their recommended INN if existing, accompanied by the
salt or hydrate form if relevant or by their Union Pharmacopoeia name. If an excipient has neither
an INN nor Union Pharmacopoeia name, it should be described by its usual common name.
Proprietary names should not be used. The ingredients in excipient mixtures should be listed
individually. In cases where the full composition of a flavour or fragrance is not known to the
applicant or is too complex, it may be declared in general terms (e.g. ‘orange flavour’, ‘citrus
perfume’). However, any of the components, which are known to have a recognised action or effect,
should be included.
Ingredients that may or may not be added for the pH adjustment should be followed by the
parenthesis ‘(for pH-adjustment)’
Invented names or general descriptive names such as ‘printing ink’ should not be used in
place of the common name of an ingredient or of a mixture of ingredients but may be used in
conjunction with the name(s) of the ingredient(s), so long as it is clear which ingredients are
described by the name.
Chemically modified excipients should be declared in such a way as to avoid confusion with
the unmodified excipients, e.g. ‘pregelatinised starch’.
In the case of a product containing a covert marker for the purpose of tracking, tracing and
authentication, a general term such as ‘authentication factor’ should be included in the list of
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excipients instead of the name of the excipient, unless the excipient is one that is known to have a
recognised action or effect.
For clarity, it is recommended that each excipient be listed on a separate line. It can be
useful to list excipients according to the different parts of the product, e.g. tablet core/coat, capsule
contents/shells, etc. For products that are presented in more than one container or in dual-chamber
containers, the excipients should be listed per container or per chamber.
Abbreviations for excipients should not be used. However, where justified for space
considerations, abbreviations for excipient names may appear on the labelling, on condition that
these abbreviations are designated in section 6.1 of the SmPC.
6.2. Incompatibilities
Information on physical and chemical incompatibilities of the medicinal product with other
products with which it is likely to be mixed or co-administered should be stated. This is particularly
important for medicinal products to be reconstituted and/or diluted before parenteral administration.
Significant interaction problems, e.g. sorption of products or product components to syringes, large
volume parenteral containers, tubing, in-line filters, administration sets, etc. should be stated.
Statements concerning compatibility of the product with other medicinal products or devices
should not be included in this section but in section 6.6 of the SmPC. Statements concerning
pharmacological and chemical/physical incompatibilities with food should be included in section
4.5 of the SmPC. If appropriate, the standard statement, ‘Not applicable’, should be included.
For certain pharmaceutical forms, e.g. parenterals, either of the following standard
statements should be included as appropriate:
‘In the absence of compatibility studies, this medicinal product must not be mixed with other
medicinal products.’
‘This medicinal product must not be mixed with other medicinal products except those
mentioned in section {6.6 and 12} of the SmPC.’
6.3. Shelf life
The shelf life should be given for the medicinal product as packaged for sale and, if
appropriate, after dilution or reconstitution or after first opening.
A clear statement of the shelf life should be given, in an appropriate unit of time.
For statements to be included regarding in-use shelf lives of sterile products, consult
Appendix 6 to these Rules. An in-use shelf life may need to be stated for other medicinal products if
development studies have found it to be necessary.
Additionally, if different concentrations need to be prepared, e.g. for use in children, the
physicochemical stability throughout the entire concentration range should be stated; e.g. ‘The
stability has been demonstrated between x mg/ml and y mg/ml for t hours/days at 25 °C and 2-8
°C’.
In case of a paediatric indication, if no age appropriate formulation is available for children
but an extemporaneous formulation could be prepared from an existing formulation, relevant
physicochemical data on storage and stability should be included here with a cross-reference in
sections 6.4 and 6.6 of the SmPC.
In case of specific temporary storage conditions need to be provided to healthcare
professionals or patients, e.g. for the purpose of ambulatory use (e.g. shelf-life 24 months at 2-8°C
of which 3 months could be below 25°C), specific additional guidance should be provided as
appropriate. Such information should always be based on stability data. In particular, the
recommended temperature range and maximum duration of temporary storage should be specified.
This guidance may also include the action to be taken after the product has been stored under the
temporary storage conditions (e.g. discard immediately).
Statements such as ‘These data are not recommendations for storage’ should not be used.
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No reference should be made to the container unless there are different shelf lives for
different containers. Storage conditions should not be included, except for the storage conditions
after opening (see Appendix 7 to these Rules). Statements such as ‘Do not use after the expiry date’
should not be included.
When a device is supplied together with a medicinal product, the in-use shelf-life of the
device should be given where applicable.
6.4. Special precautions for storage
Storage warnings should use one or more of the standard statements from Appendix 6 to
these Rules. When such a standard statement is used, an explanation specifying whether the product
is sensitive to light and/or moisture should be added.
For storage of sterile products that have been opened, diluted or reconstituted, a crossreference should be made to section 6.3 of the SmPC.
Note that if a specific storage warning is required, the warning should be consistent between
the SmPC, label and PL.
A warning to keep the product out of the reach and sight of children should not be included
in the SmPC.
6.5. Nature and contents of container
Reference should be made to the immediate container using the Union Pharmacopoeia
standard term; the material of construction of the immediate container should be stated (‘glass
vials’, ‘PVC/Aluminium blisters’, ‘HDPE bottles’); and any other component of the product should
be listed, e.g. needles, swabs, measuring spoons, syringes inhaler devices, desiccant. The graduation
on measuring devices should be explained. The container of any solvent provided with the
medicinal product should also be described. Excessive detail, e.g., concerning the colour of the
stopper, the nature of the heat-seal lacquer, should usually not be included. For parenteral
preparations, when enclosure colour is used to differentiate between the presentations of a product,
this should be stated here.
If appropriate, it should be indicated if the container closure is child-resistant.
Examples on the text in this section:
‘<Volume> ml suspension in a pre-filled syringe (glass) with plunger stopper (chlorobutyl
rubber) with or without needle in pack sizes of 5 or 10.’
‘HDPE bottle with a child-resistant closure and a silica gel desiccant. Pack-sizes of 30, 60
or 90 film-coated tablets.’
All pack sizes should be listed. Pack sizes mentioned should include the number of units,
number of doses (for e.g. multi-dose vaccines, inhalers, etc.), total weight or volume of the
immediate container, as appropriate, and the number of containers present in any outer carton. If
appropriate, a standard statement, ‘Not all pack sizes may be marketed’, should be included, in
order to alert health professionals to the fact that not all listed pack sizes may be available for
prescribing or dispensing.
Multiple unit packs for distribution purposes only do not constitute new pack sizes for
marketing of the product and should therefore not be included in this section.
6.6 Special precautions for disposal of a used medicinal product or waste materials
derived from such medicinal product and other handling of the product
Instructions for disposal should be included here, if appropriate for the product.
Where special precautions for the handling and disposal of certain products such as
cytotoxics and some biological products or waste material derived from it are advised, e.g. in the
case of products containing live organisms, these should be stated in this section, as should, where
relevant, the disposal of items which come into contact with the product, such as nappies, or spoons
used to administer oral vaccines. If relevant, a cross-reference to conclusions on the environmental
risk assessment described in section 5.3 of the SmPC can be included.
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If applicable, e.g. for cytotoxics, the following standard statement should be included, ‘Any
unused product or waste material should be disposed of in accordance with local requirements.’
If there are no special use or handling instructions for the pharmacist or other healthcare
professionals, the standard statement, ‘No special requirements.’ should be included.
Any directions necessary for the accurate preparation of certain products such as cytotoxics
and some biological products and/or necessary for the protection of persons including parents or
carers preparing or handling the product should be stated.
In section 4.2 of the SmPC, instructions on handling of the product by the doctor, other
health personnel, or patient should be included, as well as general information concerning the
administration of the product (whether administered by the patient or the health personnel). If
instructions for use/handling are needed where the medicinal product has to be prepared before use,
e.g. where it must be suspended or diluted, this information has to be given here. For clarity, a
cross-reference in section 4.2 of the SmPC to the relevant information in section 6.6 of the SmPC
could be included, e.g. ‘For instructions on dilution of the product before administration, see
section 6.6 of the SmPC.’
It is recommend that only information necessary for the pharmacist or other health personnel
to prepare the product for administration to the patient should be included here.
Information on the preparation (e.g. the suspension of a powder for injection, or preparing a
dilution) of the medicinal should be included in section 6.6 of the SmPC, regardless of who
prepares the product (e.g. pharmacist, doctor, other health personnel, patient, parents or carers). In
the case of products for reconstitution, the appearance of the product after reconstitution should be
stated.
Statements concerning compatibility of the product with other medicinal products or devices
can be given here provided the data have been provided in the dossier.
In the exceptional cases where a product is indicated in children and where no adequate
paediatric formulation can be developed (based on duly justified scientific grounds), information on
extemporaneous formulation should appear under a sub-heading ‘Use in the paediatric population’
and should cross-refer to the section 4.2 of the SmPC. Detailed instructions for the preparation of
the extemporaneous formulation from the appropriate ‘adult’ or other ‘older children’ dosage form
and additional information on extemporaneous formulations for use in younger children shall be
provided and, where appropriate, the maximum storage time during which such preparation will
conform to its specifications.
Any specific warnings for the handling of the product should be in section 4.4 of the SmPC.
Information on risks due to occupational exposure should be included in this section, with
reference to section 4.4 or 4.8 of the SmPC if there is information in that section.
7 Marketing authorisation holder
Name and permanent address or registered place of business of the Marketing Authorisation
Holder. Telephone, fax numbers or e-mail addresses may be included (not websites or emails
linking to websites).
7.1. Representative of the Marketing Authorisation Holder in the Union
Name and permanent address or registered place of business, telephone, fax numbers or email addresses may be included (not websites or emails linking to websites) of the Marketing
Authorisation Holder Representative. Additional statement <User complaints to be sent to
<address>, <telephone>>.
8. Marketing authorisation number
Item to be completed by the competent authority or by the Marketing Authorisation Holder
once the Marketing Authorisation has been granted in accordance with the Rules for granting a
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marketing authorisation and assessment of medicinal products for human use subject to approval by
the Commission.
9. Date of first authorisation/renewal of the authorisation
Item to be completed by the competent authority or by the Marketing Authorisation Holder
once the Marketing Authorisation has been granted or renewed. Both the date of first authorisation
and, if the authorisation has been renewed, the date of the (last) renewal should be stated in the
format given in the following example:
Date of first authorisation: 3 April 1985
Date of latest renewal: 3 April 2000
10. Date of revision of the text
Leave blank in case of a first Marketing Authorisation.
For products for which Member States are the Competent Authorities: date of approval of
latest variation or implementation date of the Urgent Safety Restriction resulting in a revision of the
SmPC or implementation date of the type IB variation.
Item to be completed by the competent authority once the information is entered into the
Union Common Register of the Authorised Medicinal Products or by the Marketing Authorisation
Holder at time of printing the SmPC.
11. Dosimetry (if applicable)
Full details of internal radiation dosimetry should be included in this section for
radiopharmaceuticals. For all other products, this section should be excluded.
12 Instructions for preparation of radiopharmaceuticals (if applicable)
For radiopharmaceuticals, additional detailed instructions for extemporaneous preparation
and quality control of such preparation and, where appropriate, maximum storage time during
which any intermediate preparation such as an eluate or the ready-to-use pharmaceutical will
conform to its specifications.
Special instructions relating to the disposal of containers and unused contents should also be
included.
The following general statement may be provided: <The Summary of Product
Characteristics of the <brand name> is available on official website of the competent authority of
the Member State {website of the competent authority} and/or Union {website of the Union}>.

APPENDIX 1
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products for
human use
LIST
of Excipients in the Summary of Product Characteristics, Medication Guide (Package Leaflet)
of Medicinal Products for Human Use
#
1

2

Name

Route of
Administration
Azo colouring agents: Oral
1) E102, tartrazine
2) E110, susnset
yellow FCF
3) E122, azorubine,
carmoisine
4) E124, ponceau 4R
red, cochineal red A
5) E151 brilliant black
BN, black PN
Aprotinin
Topical

3

Arachis oil (peanut
oil)

All

4

Aspartame (E951)

Oral

5

Benzalkonium
chloride

Ocular

Topical
Respiratory
6

Benzyl alcohol

Parenteral

Threshold
*

*

Information for the
Package Leaflet
May cause allergic
reactions

Comments
E102, E110, E122 are
forbidden for use in
pediatric formulations

May cause
The topical route in this case refers
hypersensitivity or
to sites that may have
severe allergic
access to the circulation
reactions
(e.g. wounds, body
cavities etc.)
*
(Medicinal product) Purified arachis oil may
contains arachis oil
contain peanut protein.
(peanut oil). If you are The Union Pharmacopoeia
allergic to peanut or monograph does not
soya, do not use this contain a test for residual
medicinal product.
protein.
SmPC: contraindication
*
Contains a source of
phenylalanine. May be
harmful for people
with phenylketonuria
*
May cause eye
irritation.
Avoid contact with
soft contact lenses.
Remove contact lenses
prior to application
and wait at least 15
minutes before
reinsertion.
Known to discolour
soft contact lenses.
*
Irritant, may cause
skin reactions.
10 micrograms /
May cause
delivered dose
bronchospasm.
Exposures less than 90 Must not be given to SmPC: ‘allergic’ should be
mg/kg/day
premature babies or expressed as
neonates.
‘anaphylactoid’ The
May cause toxic
amount of benzyl alcohol
reactions and allergic in mg per <volume>
reactions in infants
should be stated in the
and children up to 3 package leaflet and SmPC.
years old.
90mg/kg/day and
Must not be given to The amount of benzyl
more
premature babies or alcohol per <volume>
neonates.
should be stated in the

2

7

Bronopol

Topical

*

8

Butylated
Topical
hydroxyanisole (E320)

*

9

Butylated
hydroxytoluene
(E321)

Topical

*

Parenteral

*

Oral

*

Oral
Parenteral

5g

11 Heparin (as an
excipient)

Parenteral

*

12 Glycerol

Oral

10 g / dose

Rectal

1g

Oral

*

10 Galactose

13 Glucose

Due to the risk of fatal
toxic reactions arising
from exposure to
benzyl alcohol in
excess of 90
mg/kg/day, this
product should not be
used in infants and
children up to 3 years
old.
May cause local skin
reactions (e.g. contact
dermatitis).
May cause local skin
reactions (e.g.contact
dermatitis), or
irritation to the eyes
and mucous
membranes.
May cause local skin
reactions (e.g.contact
dermatitis), or
irritation to the eyes
and mucous
membranes.
If you have been told
by your doctor that
you have an
intolerance to some
sugars, contact your
doctor before taking
this medicinal product
If you have been told
by your doctor that
you have an
intolerance to some
sugars contact your
doctor before taking
this medicinal product
Contains x g galactose
per dose.
This should be taken
into account in
patients with diabetes
mellitus
May cause allergic
reactions and reduced
blood cell counts
which may affect the
blood clotting system.
Patients with a history
of heparin-induced
allergic reactions
should avoid the use
of heparin-containing
medicines.
May cause headache,
stomach upset and
diarrhoea
May have a mild
laxative effect
If you have been told
by your doctor that
you have an
intolerance to some

package leaflet and SmPC.

SmPC proposal: Patients
with rare hereditary
problems of galactose
intolerance e.g.
galactosaemia should not
take this medicine.
SPC proposal: Patients
with rare hereditary
problems of galactose
intolerance e.g.
galacotosaemia, or
glucose-galactose
malabsorption should not
take this medicine.

SmPC proposal: Patients
with rare glucosegalactose malabsorption
should not take this

3

14
15

16

17

18

19

sugars, contact your medicine
doctor before taking
this medicinal product
Oral
5g
Contains x g glucose
Parenteral
per dose.
This should be taken
into account in
patients with diabetes
mellitus
Oral liquids, lozenges *
May be harmful to the Information to be included
and chewable tablets
teeth
only when the medicinal
product may be intended
for chronic use, e.g. for
two weeks or more
Dimethyl sulphoxide Topical
*
May be irritant to the
skin.
Potassium
Parenteral
Less than 1 mmol per This medicine
Information relates to a
<dose>
contains potassium,
threshold based on the
less than 1 mmol (39 total amount of potassium
mg) per <dose>, i.e. in the medicinal product
essentially ‘potassium- It is especially relevant to
free’.
products used in paediatric
doses, to provide
information to prescribers
and reassurance to parents
concerning the low level
of potassium in the
product.
Parenteral
1 mmol per <dose>
This medicine
Oral
contains x mmol (or y
mg) potassium per
<dose>. To be taken
into consideration by
patients with reduced
kidney function or
patients on a
controlled potassium
diet.
Intravenous
30 mmol/l
May cause pain at the
site of injection.
Benzoic acid and
Topical
*
Mildly irritant to the
benzoates:
skin, eyes and mucous
1) E210 benzoic acid
membranes.
2) E211 sodium
Parenteral
*
May increase the risk
benzoate
of jaundice in newborn
3) E212 potassium
babies
benzoate
Sorbic acid and salts Topical
*
May cause local skin
reactions, (e.g. contact
dermatitis).
Xylitol
Oral
10 g
May have a laxative
effect
Calorific value 2.4
kcal/g xylitol
Xylitol
Oral
10 g
May have a laxative
effect
Calorific value 2.4
kcal/g xylitol
Lactitol, E966
Oral
*
If you have been told SmPC proposal: Patients
by your doctor that
with rare hereditary
you have an
problems of fructose
intolerance to some
intolerance, galactose
sugars contact your
intolerance, galactosaemia
doctor before taking or glucose-galactose
this medicinal product malabsorption should not
take this medicine.
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10 g

20 Lactose

Oral

*

5g

21 Lanolin (see Wool
Fat)

Topical

*

22 Latex, Natural Rubber All

*

23 Maltitol E965 and
Oral
Isomaltitol E953,
Maltitol Liquid (see
Hydrogenated Glucose
Syrup)

*

10 g

24 Mannitol, E421

Oral

10 g

25 Bergamot oil,
Bergapten

Topical

*

26 Castor oil polyoxyl
Parenteral
and castor oil polyoxyl
hydrogenated
Oral
Topical
27 Sesame oil

All

28 Soya oil (and
Hydrogenated Soya
oil)

All

*
*
*

*

May have a mild
laxative effect
Calorific value 2.1
kcal/g lactitol
If you have been told
by your doctor that
you have an
intolerance to some
sugars contact your
doctor before taking
this medicinal product
Contains x g lactose
(x/2 g glucose and x/2
g galactose) per dose.
This should be taken
into account in
patients with diabetes
mellitus
May cause local skin
reactions (e.g. contact
dermatitis)
The container of this
medicinal product
contains latex rubber.
May cause severe
allergic reactions.
If you have been told
by your doctor that
you have an
intolerance to some
sugars contact your
doctor before taking
this medicinal product
May have a mild
laxative effect
Calorific value 2.3
kcal/g maltitol (or
isomaltitol)
May have a mild
laxative effect
May increase
sensitivity to UV light
(natural and artificial
sunlight).
May cause severe
allergic reactions
May cause stomach
upset and diarrhoea
May cause skin
reactions
May rarely cause
severe allergic
reactions.
(Medicinal product)
contains soya oil. If
you are allergic to
peanut or soya, do not
use this medicinal
product.

SmPC proposal: Patients
with rare hereditary
problems of galactose
intolerance, the Lapp
lactase deficiency or
glucose-galactose
malabsorption should not
take this medicine.

Not a typical excipient, but
a warning is considered
necessary

SmPC proposal: Patients
with rare hereditary
problems of fructose
intolerance should not take
this medicine.

Does not apply when
bergapten is shown to be
absent from the oil

In line with Arachis oil.
SmPC: contraindication.
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29 Sodium

30 Organic Mercury
compounds
1) Thiomersal
2) Phenylmercuric
nitrate,
3) Phenylmercuric
acetate,
4) Phenylmercuric
borate

Parenteral

Less than 1 mmol per This medicinal
<dose>
product contains less
than 1 mmol sodium
(23 mg) per <dose>,
i.e. essentially
‘sodium- free’.

Oral
Parenteral

1 mmol per <dose>

Ocular

*

Topical

*

Parenteral

*

313 Parahydroxybenzoates Oral
and their esters:
Ocular
1) E214 Ethyl
Topical
hydroxybenzoate
Parenteral
2) E216
Respiratory
Propylhydroxybenzoat
e
3) E217 Sodium
propylhydroxybenzoat
e
4) E218
Methylhydroxybenzoa
te
5) E219 Sodium
methylhydroxybenzoat
e
32 Balsam of Peru
Topical

*

33 Propylene glycol and Topical
esters
Oral
Parenteral

*

*

*

400mg/kg adults
200mg/kg children

Information relates to a
threshold based on the
total amount of sodium in
the medicinal product
It is especially relevant to
products used in paediatric
doses, to provide
information to prescribers
and reassurance to parents
concerning the low level
of sodium in the product.

This medicinal
product contains x
mmol (or y mg)
sodium per dose. To
be taken into
consideration by
patients on a
controlled sodium diet
May cause allergic
reactions.
May cause local skin
reactions (e.g. contact
dermatitis) and
discolouration
This medicinal
product contains
(thiomersal) as a
preservative and it is
possible that
<you/your child> may
experience an allergic
reaction. Tell your
doctor if <you/your
child> have/has any
known allergies.
Tell your doctor if
Additional statement to be
you/your child
mentioned for vaccines
have/has experienced
any health problems
after previous
administration of a
vaccine.
May cause allergic
reactions (possibly
delayed).
May cause allergic
reactions (possibly
delayed), and
exceptionally,
bronchospasm.

May cause skin
reactions
May cause skin
irritation
May cause alcohollike symptoms
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34 Wheat starch

Oral

35 Invert sugar

Oral

*

5g

Oral liquids, lozenges *
and chewable tablets

36 Sucrose

Oral

*

5g

Oral liquids, lozenges *
and chewable tablets

37 Sorbitol E420

Oral
Parenteral

*

Oral

10 g

38 Stearyl alcohol

Topical

*

39 Cetostearyl alcohol
including Cetyl
alcohol

Topical

*

Suitable for people
Wheat Starch may contain
with coeliac disease. gluten, but only in trace
Patients with wheat
amounts, and is therefore
allergy (different from considered safe for people
coeliac disease) should with coeliac disease.
not take this medicine. (Gluten in wheat starch is
limited by the test for total
protein described in the
Union Pharmacopoeia
monograph.)
If you have been told SmPC proposal: Patients
by your doctor that
with rare hereditary
you have an
problems of fructose
intolerance to some
intolerance or glucosesugars, contact your galactose malabsorption
doctor before taking should not take this
this medicinal product medicine
Contains x g of a
mixture of fructose
and glucose per dose.
This should be taken
into account in
patients with diabetes
mellitus
May be harmful to the Information to be included
teeth
only when the medicinal
product may be intended
for chronic use, e.g. for
two weeks or more
If you have been told SmPC proposal: Patients
by your doctor that
with rare hereditary
you have an
problems of fructose
intolerance to some
intolerance or glucosesugars, contact your galactose malabsorption
doctor before taking should not take this
this medicinal product medicine
Contains x g of
sucrose per dose.
This should be taken
into account in
patients with diabetes
mellitus.
May be harmful to the Information to be included
teeth
only when the medicinal
product may be intended
for chronic use, e.g. for
two weeks or more
If you have been told SmPC proposal: Patients
by your doctor that
with rare hereditary
you have an
problems of fructose
intolerance to some
intolerance should not take
sugars, contact your this medicine.
doctor before taking
this medicinal product
May have a mild
laxative effect
Calorific value 2.6
kcal/g sorbitol
May cause local skin
reactions (e.g. contact
dermatitis)
May cause local skin
reactions (e.g. contact
dermatitis)
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40 Sulphites including
metabisulphites
1) E220 sulphur
dioxide
2) E221 sodium
sulphite
3) E222 sodium
bisulphite
4) E223 Sodium
metabisulphite
5) E224 Potassium
metabisulphite
6) E228 Potassium
bisulphite
41 Phenylalanine

Oral
Parenteral
Respiratory

*

May rarely cause
severe hypersensitivity
reactions and
bronchospasm

Topical
Oral
Parenteral

*

42 Formaldehyde

Topical

*

Oral

*

Oral

*

Parenteral

5g

This medicine
contains
phenylalanine.
May be harmful for
people with
phenylketonuria
May cause local skin
reactions (e.g. contact
dermatitis).
May cause stomach
upset and diarrhoea
If you have been told
by your doctor that
you have an
intolerance to some
sugars, contact your
doctor before taking
this medicinal product
Contains x g fructose
per dose.
This should be taken
into account in
patients with diabetes
mellitus.
May be harmful to the
teeth

43 Fructose

Oral liquids, lozenges
and chewable tablets

44 Chlorocresol
45 Erythrosin E127

46 Ethanol

Topical
Parenteral
Oral

Oral and
Parenteral

*

SmPC proposal: Patients
with rare hereditary
problems of fructose
intolerance should not take
this medicine.

Information to be included
only when the medicinal
product may be intended
for chronic use, e.g. for
two weeks or more

May cause allergic
reactions
0 – 0.1 mg/kg
Erythrosine-containing Forbidden for use in
medicines should not pediatric formulations
be prescribed to
patients with thyroid
disfunction
Less than 100 mg per This medicinal
This statement is to
dose
product contains small provide reassurance to
amounts of ethanol
parents and children
(alcohol), less than
concerning the low levels
100mg per <dose>.
of alcohol in the product.
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Oral and
Parenteral

1

100 mg – 3g per dose This medicinal
The package leaflet should
product contains ... vol give the equivalent volume
% ethanol (alcohol), of beer and wine,
i.e. up to ... mg per
nominally calculated
dose, equivalent to ... assuming 5 % vol and
ml beer, ... ml wine
12% vol ethanol
per dose.
respectively.
Harmful for those
Separate warning
suffering from
statements may be needed
alcoholism.
in different parts of the PL.
To be taken into
account in pregnant or
breast-feeding women,
children and high-risk
groups such as patients
with liver disease, or
epilepsy.
3 g per dose
This medicinal
product contains ... vol
% ethanol (alcohol),
i.e. up to ... mg per
dose, equivalent to ...
ml beer, ... ml wine
per dose.
Harmful for those
suffering from
alcoholism.
To be taken into
account in pregnant or
breast-feeding women,
children and high-risk
groups such as patients
with liver disease or
epilepsy.
The amount of alcohol
in this medicinal
product may alter the
effects of other
medicines.
The amount of alcohol
in this medicinal
product may impair
your ability to drive or
use machines.

PL: Medication Guide/Patient Leaflet for a medicinal product for human use.
SmPC: Summary of Product Characteristics for a medicinal product for human use.
Note. ‘*’ symbol denotes that appropriate information should be provided in the Summary of Product Characteristics for a
medicinal product for human use, Medication Guide/Patient Leaflet irrespective of the excipient amount. Food colourants which are not
included in the Decision 58 of the Eurasian Economic Commission Council of 22 July 2012 on the Eurasian Economic Union Technical
Regulation TR 029/2012 of ‘Requirements for Food Supplement, Flavorings, and Technological Aides Safety’ or prohibited by that
Regulation should not be used in the formulation.
2

9
Explanatory Notes
This list contains warning statements relating to the presence of certain excipients in medicinal
products which need to be included in the Summary of Product Characteristics (SmPC), Medication
Guide/Patient Leaflet (PL). Homeopathic medicinal products authorised through a special simplified
registration procedure are not addressed in this List since for these homeopathic products there are
specific labelling requirements.
This List is for use by competent authorities of the Eurasian Economic Union Member States
(hereinafter referred to as the Union, Member States, respectively), applicants for a Marketing
Authorisation and Marketing Authorisation Holders. This List provides a list of the excipients which
should be stated on the labelling and outlines the information which should appear in the SmPC and PL,
for these excipients. This List does not apply to these substances when they are used as active
substances.
Excipients that included in this List may be defined as the constituents of the pharmaceutical
form that is taken by or administered to the patient, other than the active substance.
Such constituents may include:
colouring matter, preservatives, adjuvants, stabilisers, thickeners, emulsifiers, flavouring and
aromatic substances, etc.,
the constituents intended to be ingested or otherwise administered to the patient,
of the outer covering of the medicinal products – capsules, gelatine capsules, rectal capsules etc.
excipient mixtures, e.g. those used for example in direct compression or in a film coat or polish
for an ingested dose form; pH adjusters
the constituents of printing inks used to mark the ingested dose form
diluents present, for example in herbal extracts or vitamin concentrates
the constituents present in a mixture of chemically related components (e.g. preservatives)
Residues of substances arising from the manufacturing process, impurities, residual solvents,
degradation products etc. are not included in this definition.
In general, excipients are considered to be ‘inert’. Whilst it is desirable that excipients should
have little or no pharmacological action of their own, some do indeed have a recognised action or effect
in certain circumstances. Therefore Marketing Authorisation applicants and holders should ensure that
excipients are used appropriately in the formulation of their medicinal products, with regard to the
information contained in this List.
The name of an excipient appearing in this List must be accompanied by the E number if it
exists. The E number alone may be used for an excipient on the labelling, provided that the full name
and the E number are stated in the SmPC and PL, in the section where the full qualitative composition is
given.
Proprietary flavours or fragrances may be declared in general terms (e.g. 'orange flavour’, 'citrus
fragrance/perfume'); any known major components or those with a recognised action or effect should be
declared specifically.
Chemically modified excipients should be declared in such a way as to avoid confusion with the
unmodified excipient (e.g. pre-gelatinised starch).
pH adjusters should be mentioned by name and their function may also be stated, e.g.
hydrochloric acid for pH adjustment.
All components of compound excipients or mixtures should be declared, listed under a general
descriptive term e.g. printing ink containing x, y, z. A general descriptive term may be used on the
labelling provided more information is given in the package leaflet. Any component with a recognised
action or effect should be mentioned on the labelling.
In Column 4 of the Table of this List, excipient information to be included in the PL is provided.
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The text of SmPC or PL information is in clear and understandable terms for the patient. Taking
into account that applicants may have different house styles for their SmPC or PL, it is not required that
the information provided in Column 4 of the Table of this List be applied verbatim to the SmPC or PL.
Applicants may choose their own style to present this information to the patient, e.g. in a ‘direct’ or
‘indirect’ style. The content or meaning of the text must not be changed.
When a warning or information statement is required in the SmPC and PL according to the List,
it must be clear in the SmPC and PL that the statement is linked to the presence of a particular excipient.
The patient should not be left in any doubt as to whether the warning relates to the excipient or the
active substance.
For some of the excipients in the List, the information to be included in the SmPC and PL may
relate to more than one section of the SmPC and PL, e.g. effects on ability to drive and operate
machinery, pregnancy and lactation, undesirable effects. To simplify the presentation of the SmPC and
PL, this information should appear only once. However, in order that the patient does not miss important
and relevant information, it may be necessary to refer back to the excipient warnings section from other
sections in the SmPC and PL. For example, in the case of ethanol, it will be necessary to refer back to
the excipient warnings section from those sections relating to effects on ability to drive, pregnancy and
lactation, information for children, etc.
The Table of the List is structured as follows:
name. This is the name of the excipient using INN or Union Pharmacopoeia nomenclature where
possible, including a reference to E-numbers where relevant;
route of administration. This is necessary because the information may depend upon the route of
administration, e.g. for benzalkonium chloride the information relating to bronchospasm is relevant only
for the respiratory route;
threshold. It is accepted that excipients may only show an effect above a certain ‘dose’.
Except where otherwise stated, thresholds are expressed as Maximum Daily Doses of the
excipient in question, taken as part of a medicinal product. The threshold is a value, equal to or above
which it is necessary to provide the information stated in the SmPC and PL. A threshold of ‘zero’ means
that it is necessary to state the information in all cases where the excipient is present in the medicinal
product;
information for the SmPC and PL. The information is presented here in a simple form, in clear
and understandable terms for the patient. The text often refers to the term ‘per dose’ meaning dose of the
medicinal product. Since doses may be extremely variable, applicants must take into account the
maximum single dose of the medicinal product, as defined in the SmPC, Section 4.2. For this reason the
information sometimes contains the expression ‘up to x mg per dose’, for example. If the
pharmaceutical form is a solid form, e.g. tablet, capsule, suppository, powder in a sachet, it may be
better to refer to the amount per tablet, capsule etc;
comments. Text in this column is not for the patient. It is intended to give further information on
the text in the preceding column, for the benefit of applicants and the competent authorities. In some
cases these comments may appear as a contraindication in the SmPC, worded in an appropriate style.

APPENDIX 10
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products
for human use

TEMPLATE
for the Summary of Product Characteristics
In these Template, the following bracket conventions are used:
{text} - Information to be filled in based on formulation or properties of a medicinal
product.
<text> - Text to be selected or deleted (in italics) as appropriate to a medicinal product.

SUMMARY OF PRODUCT CHARACTERISTICS
<▼ This medicinal product is subject to additional monitoring. This will allow quick
identification of new safety information. Healthcare professionals are asked to report any suspected
adverse reactions. See section 4.8 for how to report adverse reactions.>
1. NAME OF THE MEDICINAL PRODUCT
{(Trade) name strength pharmaceutical form}
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
{Name of (an) active substance(s)}
<2.1 General description>
<2.2 Qualitative and quantitative composition>
Excipients which shall be taken into account the medicinal product composition: {list the
excipients}>
<For the full list of excipients, see section 6.1 of this Appendix.>
3. PHARMACEUTICAL FORM
<The score line is only to facilitate breaking for ease of swallowing and not to divide into
equal doses.>
<The score line is not intended for breaking the tablet.>
<The tablet can be divided into equal doses.>
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
<This medicinal product is for diagnostic use only.>
<{X} is indicated in <adults> <neonates> <infants> <children> <adolescents> <aged {x
to y}> <years> <months>.>
4.2 Posology and method of administration
Posology
Special populations
Paediatric population
<The <safety> <and> <efficacy> of {X} in children aged {x to y} <months> <years> [or
any other relevant subsets, e.g. weight, pubertal age, gender] <has> <have> not <yet> been
established.>
<No data are available.>
<Currently available data are described in section <4.8> <5.1> <5.2> but no
recommendation on a posology can be made.>
<{X} should not be used in children aged {x to y} <years> <months> [or any other relevant
subsets, e.g. weight, pubertal age, gender] because of <safety> <efficacy> concern(s).>
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<There is no relevant use of {X} <in the paediatric population> <in children aged {x to y}
<years> <months> <for the indication of...>.>
<{X} is contraindicated in children aged {x to y} <years> <months> <for the indication
of...> (see section 4.3).>
Method of administration
<Precautions to be taken before handling or administering the medicinal product>
<For instructions on <reconstitution> <dilution> of the medicinal product before
administration, see section <6.6> <and> <12>.>
4.3 Contraindications
<Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1
<or {name of the residue(s)}>.>
4.4 Special warnings and precautions for use
<Paediatric population>
4.5 Interaction with other medicinal products and other forms of interaction
<No interaction studies have been performed.>
{Additional information on special populations}
{Paediatric population}
<Interaction studies have only been performed in adults.>
4.6 Fertility, pregnancy and lactation
<Pregnancy>
<Breast-feeding>
<Fertility>
4.7 Effects on ability to drive and use machines
<{Trade name} has <no or negligible influence> <minor influence> <moderate influence>
<major influence> on the ability to drive and use machines.>
<Not relevant.>
4.8 Undesirable effects
<Paediatric population>
Reporting of suspected adverse reactions
<Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal product.
Healthcare professionals are asked to report any suspected adverse reactions via the national
reporting systems of the Eurasian Economic Union Member States.>
4.9 Overdose
<Paediatric population>
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {group}, ATC code: {code} <not yet assigned>
<{(Trade) Name} is a biosimilar medicinal product.>
<Mechanism of action>
<Pharmacodynamic effects>
<Clinical efficacy and safety>
<Paediatric population>
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<The competent authorities of the Member States have waived the obligation to submit the
results of studies with <{(Trade) Name}> [or for generics: <the reference medicinal product
containing {name of the active substance(s)}>] in all subsets of the paediatric population in
{condition as per Paediatric Investigation Plan (PIP) decision, for the granted indication} (see
section 4.2 for information on paediatric use).>
<The competent authorities of the Member States have deferred the obligation to submit the
results of studies with <{(Invented) Name}> [or for generics: <the reference medicinal product
containing {name of the active substance(s)}>] in one or more subsets of the paediatric population
in {condition, as per Paediatric Investigation Plan (PIP) decision, for the granted indication} (see
section 4.2 for information on paediatric use).>
<This medicinal product has been authorised under a so-called ‘conditional approval’
scheme. This means that further evidence on this medicinal product is awaited. The {name of the
competent authority of the Eurasian Economic Union Member State} will review new information
on this medicinal product at least every year and this Summary of Product Characteristics will be
updated as necessary.>
‘{(Trade) name}, this medicinal product containing {the name of active substance(s)} has
not been studied in one or more subsets of the paediatric population in {condition, as per
Paediatric Investigation Plan (PIP) decision, for the granted indication} (see section 4.2 for
information on paediatric use).>
<This medicinal product has been authorised under ‘exceptional circumstances’. This
means that <due to the rarity of the disease> <for scientific reasons> <for ethical reasons> it has
not been possible to obtain complete information on this medicinal product. The {name of the
competent authority of the Eurasian Economic Union Member State} will review any new
information which may become available every year and this Summary of Product Characteristics
will be updated as necessary.>
5.2 Pharmacokinetic properties
<5.2.1. Absorption>
<5.2.2. Distribution>
<5.2.3. Biotransformation>
<5.2.4. Elimination>
<5.2.5. Linearity/non-linearity>
<5.2.6. Pharmacokinetic/pharmacodynamic relationship(s)>
5.3 Preclinical safety data
<Non-clinical data reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to
reproduction and development.>
<Effects in non-clinical studies were observed only at exposures considered sufficiently in
excess of the maximum human exposure indicating little relevance to clinical use.>
<Adverse reactions not observed in clinical studies, but seen in animals at exposure levels
similar to clinical exposure levels and with possible relevance to clinical use were as follows:>
6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
<None.>
6.2 Incompatibilities
<Not applicable.>
<In the absence of compatibility studies, this medicinal product must not be mixed with
other medicinal products.>
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<This medicinal product must not be mixed with other medicinal products except those
mentioned in section <6.6> <and> <12>.>
6.3 Shelf life
<...> <6 months> <...> <1 year> <18 months> <2 years> <30 months> <3 years> <...>
6.4 Special precautions for storage
<For storage conditions after <reconstitution> <dilution> <first opening> of the
medicinal product, see section 6.3.>
6.5 Nature and contents of container <and special equipment for use, administration or
implantation>
<Not all pack sizes may be marketed.>
6.6 Special precautions for disposal <and other handling>
<6.6.1. Use in the paediatric population>
<No special requirements <for disposal>.>
<Any unused medicinal product or waste material should be disposed of in accordance with
local requirements.>
7. MARKETING AUTHORISATION HOLDER
{Country name}
{Name of the Marketing Authorisation Holder and business address}
<{tel}>
<{fax}>
<{e-mail}>
7.1. Representative of the marketing authorisation holder
Complaints should be sent to:
{Country name}
{Name of the Marketing Authorisation Holder and business address}
<{tel}>
<{fax}>
<{e-mail}>
8. MARKETING AUTHORISATION NUMBER(S)
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
<Date of first authorisation: {DD month YYYY}>
<Date of latest renewal: {DD month YYYY}>
10. DATE OF REVISION OF THE TEXT
<{MM/YYYY}> <{DD/MM/YYYY}> <{DD month YYYY}>
<11. DOSIMETRY>
<12. INSTRUCTIONS FOR PREPARATION OF RADIOPHARMACEUTICALS>
<Any unused medicinal product or waste material should be disposed of in accordance with
local requirements.>
Detailed information on this medicinal product {Trade name} is available on the website of
the competent authority of the Eurasian Economic Union Member State {website of the competent
authority} and/or Union {web-site of the Union}>.

APPENDIX 11
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products
for human use

RULES
of Completing the Template of the Summary
of Product Characteristics
The following are those items of information required by the Rules for granting a marketing
authorisation and assessment of medicinal products for human use in Eurasian Economic Union
subject to approval by the Eurasian Economic Commission.
The use of combined Summaries of Product Characteristics (SmPCs) for different strengths
of the same pharmaceutical form is encouraged (for evaluation and after the adoption of the
decision) when the SmPCs are completely identical, except for the few strength-specific details (e.g.
if the indications are different for the different strengths, the SmPCs cannot be combined).
In case of combined SmPCs, only the primary pharmaceutical form should be considered,
e.g. “solution for injection in a vial’ and “solution for injection in a pre-filled syringe’ can be
combined. No justification will be required, provided the above conditions are met. See Appendix 8
to to the Requirements for the Medication Guide and Summary of Product Characteristics of
medicinal products for human use (hereinafter referred to as the Requirements).
For different strengths not meeting the criteria above (e.g. if the indications are different for
the different strengths), applicants may present SmPCs for different strengths in one document for
the evaluation process only, clearly indicating with titles the strength or presentation to which
alternative text elements refer. However, a separate SmPC per strength and per pharmaceutical
form, containing all pack-sizes related to the strength and pharmaceutical form concerned will have
to be provided as follows:
Russian language version: immediately after adoption of the decision on granting a
marketing authorisation.
All other language versions of Eurasian Economic Union Member States: at the latest 25
days after adoption of the decision by the reference Member State (i.e. at the latest after
incorporation of Member States concerned comments).
Standard statements are given in the template provided in Appendix 1 to the Requirements,
which must be used whenever they are applicable. If the applicant needs to deviate from these
statements to accommodate medicinal product-specific requirements, alternative or additional
statements will be considered on a case-by-case basis.
Where standard statements of Appendix 1 to the Requirements do not need further
clarification or recommendations for completions, this SmPC section is omitted in these
Requirements.
For medicinal products subject to additional monitoring ONLY: The black symbol ▼ and
the statements should only appear preceding section 1. The black symbol shall be a black inverted
equilateral triangle: the symbol shall be proportional to the font size of the subsequent standardised
text and in any case each side of the triangle shall have a minimum length of 5 mm. For the purpose
of preparing the product information annexes please use the black trianlge as presented in this
template (see below).
<▼ This medicinal product is subject to additional monitoring. This will allow quick
identification of new safety information. Healthcare professionals are asked to report any suspected
adverse reactions. See section 4.8 for how to report adverse reactions.>
1. NAME OF THE MEDICINAL PRODUCT
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Guidance on the expression of strength is available in the Appendix 9 to the Requirements
[No ® ™ symbols attached here and throughout the text; “tablets’ and “capsules’ in the
plural.]
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
[For advanced therapy products ONLY: Where an advanced therapy medicinal product
contains cells or tissues, a detailed description of these cells or tissues and of their specific origin
shall be provided, including the species of animal in cases of non-human origin. The following subheadings shall be included:
<2.1 General description>
<2.2 Qualitative and quantitative composition>
Moreover, in the case of advanced therapy medicinal products, explanatory illustrations may
be included, if necessary.
3. PHARMACEUTICAL FORM
<The score line is only to facilitate breaking for ease of swallowing and not to divide into
equal doses.>
<The score line is not intended for breaking the tablet.>
<The tablet can be divided into equal doses.>
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
[Specify, if appropriate
<This medicinal product is for diagnostic use only.>]
<{X} is indicated in <adults> <neonates> <infants> <children> <adolescents> <aged {x
to y}> <years> <months>.>
4.2 Posology and method of administration
Posology
[Additional sub-headings such as “Elderly’ or “Renal impairment’ can be stated if
necessary.]
Special populations
Paediatric population
<The <safety> <and> <efficacy> of {X} in children aged {x to y} <months> <years> [or
any other relevant subsets, e.g. weight, pubertal age, gender] <has> <have> not <yet> been
established.>
[One of the following statements should be added:
<No data are available.>
or <Currently available data are described in section <4.8> <5.1> <5.2> but no
recommendation on a posology can be made.>]
<{X} should not be used in children aged {x to y} <years> <months> [or any other relevant
subsets e.g. weight, pubertal age, gender] because of <safety> <efficacy> concern(s).>
[concern(s) to be stated with cross-reference to sections detailing data (e.g. 4.8 or 5.1 of these
Requirements).]
<There is no relevant use of {X} <in the paediatric population> <in children aged {x to y}
<years> <months> [or any other relevant subsets, e.g. weight, pubertal age, gender] <for the
indication of...>.> [specify indication(s).]
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<{X} is contraindicated in children aged {x to y} <years> <months> [or any other relevant
subsets, e.g. weight, pubertal age, gender] <for the indication of...> [specify indication(s).] (see
section 4.3).>
Method of administration
<Precautions to be taken before handling or administering the medicinal product>
[Method of administration: directions for proper use by healthcare professionals or by the
patient.
Further practical details for the patient can be included in the package leaflet, e.g. in the case
of inhalers, subcutaneous self-injection. Explanatory illustrations may be included, if necessary,
especially for advanced therapy medicinal products.]
<For instructions on <reconstitution> <dilution> of the medicinal product before
administration, see section <6.6> <and> <12>.>
4.3 Contraindications
<Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1
<or {name of the residue(s)}>.>
4.4 Special warnings and precautions for use
[Sub-headings (e.g. “Interference with serological testing’ “Hepatic impairment’, “QT
prolongation’) should be used where necessary to facilitate readability (i.e. identification of
information in lengthy section).]
4.5 Interaction with other medicinal products and other forms of interaction
<No interaction studies have been performed.>
<Paediatric population>
<Interaction studies have only been performed in adults.>
4.6 Fertility, pregnancy and lactation
[For pregnancy and lactation statements, see Appendix 5 to these Requirements.]
[Additional sub-headings such as “Women of childbearing potential’, “Contraception in
males and females’ can be stated, as appropriate.]
4.7 Effects on ability to drive and use machines
Describe effects where applicable.
4.8 Undesirable effects
The requency convention and system organ class database, see Appendix 4 to these
Requirements.
[Sub-headings should be used to facilitate identification of information on each selected
adverse reaction and on each relevant special population, e.g.: “Summary of the safety profile’,
“Tabulated list of adverse reactions’, “Description of selected adverse reactions’ (alternatively the
subsection could be named with the name of the relevant adverse reaction), “Other special
populations’.]
<Paediatric population>
For ALL medicinal products:
The following sub-heading should appear at the end of section 4.8:]
Reporting of suspected adverse reactions
<Reporting suspected adverse reactions after authorisation of the medicinal product is
important. It allows continued monitoring of the benefit/risk balance of the medicinal product.
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Healthcare professionals are asked to report any suspected adverse reactions via the national
reporting systems of the Eurasian Economic Union Member States. >*
The actual details of the national reporting system national reporting system of the
concerned Eurasian Economic Union Member State(s) shall be displayed on the published version
of the SmPC in accordance with following:
<Eurasian Economic Union Member State>
<Address: index, city, street, building number>
<competent authority/competent organisation of the Eurasian Economic Union Member
State>
<Telephone>
<Fax>
<Email>
<Website>
Linguistic adjustments may also be necessary depending on the grammatical rules of the
Eurasian Economic Union Member States official languages used.]
4.9 Overdose
Additional sub-headings, such as “Symptoms’ or “Management’ can be stated, if necessary.
5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: {group}, ATC code: {code} <not yet assigned>
[For medicinal products authorised as similar biological medicinal products, include the
following statement:]
<{(Trade) Name} is a biosimilar medicinal product. Detailed information is available on
the website of the European Medicines Agency http://www.ema.europa.eu.>
<5.1.4. Paediatric population>
If the competent authorities of the Eurasian Economic Union Member State has waived or
deferred a paediatric development, the information should be given as follows:
a) For waivers applying to all subsets:
<The competent authorities of the Eurasian Economic Union Member States have waived
the obligation to submit the results of studies with <{(Trade) Name}> [or for generics: <the
reference medicinal product containing {name of the active substance(s)}>] in all subsets of the
paediatric population in {condition as per Paediatric Investigation Plan (PIP) decision, for the
granted indication} (see section 4.2 for information on paediatric use).>
b) For deferrals applying to at least one subset:
<The competent authorities of the Eurasian Economic Union Member States have deferred
the obligation to submit the results of studies with <{(Invented) Name}> [or for generics: <the
reference medicinal product containing {name of the active substance(s)}>] in one or more subsets
of the paediatric population in {condition, as per Paediatric Investigation Plan (PIP) decision, for
the granted indication} (see section 4.2 for information on paediatric use).>
For medicinal products approved under “conditional approval’, include the following
statement:] <This medicinal product has been authorised under a so-called ‘conditional approval’
scheme. This means that further evidence on this medicinal product is awaited.
The {name of the competent authority of the Eurasian Economic Union Member States} will
review new information on this medicinal product at least every year and this SmPC will be
updated as necessary.>
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‘{(Trade) name}, this medicinal product containing {the name of active substance(s)} has
not been studied in one or more subsets of the paediatric population in {condition, as per
Paediatric Investigation Plan (PIP) decision, for the granted indication} (see section 4.2 for
information on paediatric use).>
[For medicinal products approved under “exceptional circumstances’, include the following
statement:]
<This medicinal product has been authorised under ‘exceptional circumstances’. This
means that <due to the rarity of the disease> <for scientific reasons> <for ethical reasons> it has
not been possible to obtain complete information on this medicinal product. The {name of the
competent authority of the Eurasian Economic Union Member States} will review any new
information which may become available every year and this SmPC will be updated as necessary.>
5.2 Pharmacokinetic properties
[Additional sub-heading(s), such as “Renal impairment’, “Hepatic impairment’, “Elderly’,
“Paediatric population’ or “Other special populations’ (to be specified) should be used, where
appropriate.]
5.3 Preclinical safety data
Additional sub-headings such as “Juvenile animals studies’ can be included when necessary.
6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
[Name of the excipient(s) in the language of the text.]
[For advanced therapy medicinal products, preservative systems should be described.]
6.2 Incompatibilities
<Not applicable.> If appropriate, e.g. for solid oral pharmaceutical forms.
<In the absence of compatibility studies, this medicinal product must not be mixed with
other medicinal products.> [e.g. for parenterals.]
<This medicinal product must not be mixed with other medicinal products except those
mentioned in section <6.6> <and> <12>.>
6.3 Shelf life
[Information on the finished product shelf life and on the in-use stability after 1st opening
and/or reconstitution/dilution should appear here. Only one overall shelf life for the finished
product is to be given even if different components of the product may have a different shelf life
(e.g. powder & solvent).]
For standard statements for shelf-life, see Appendix 7 to these Requirements
6.4 Special precautions for storage
For Storage condition statements, see Appendix 6 to these Requirements.
General storage conditions of the finished medicinal product should appear here, together
with a cross-reference to section 6.3 where appropriate:
<For storage conditions after <reconstitution> <dilution> <first opening> of the
medicinal product, see section 6.3.>
6.5 Nature and contents of container <and special equipment for use, administration or
implantation>
The proposed optional heading “and special equipment for use, administration or
implantation’ is for Advanced Therapy Products only.
Explanatory illustrations may be included, if necessary.
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6.6 Special precautions for disposal <and other handling>
Include practical instructions for preparation and handling of the medicinal product, where
applicable, including disposal of the medicinal product, and waste materials derived from the used
medicinal product. Presentation of practical information using pictograms in addition to text may be
considered, if necessary.
7. MARKETING AUTHORISATION HOLDER
[Country name in the language of the text.]
{Name and address}
<{tel}>
<{fax}>
<{e-mail}>
7.1. Representative of the marketing authorisation holder
Complaints should be sent to:
{Country name}
{Name of the Marketing Authorisation Holder and business address}
<{tel}>
<{fax}>
<{e-mail}>
8. MARKETING AUTHORISATION NUMBER(S)
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
As per SmPC guideline, the date should be stated in the following format:
<Date of first authorisation: {DD month YYYY}>
<Date of latest renewal: {DD month YYYY}>
For the initial authorisation, the date should correspond to the initial date of the Decision on
the marketing authorisation of the medicinal product concerned. It should not reflect individual
strength/presentation approvals introduced via subsequent variations and/or extensions.
10. DATE OF REVISION OF THE TEXT
[Item to be completed by the Marketing Authorisation Holder at time of printing once a
change to the SmPC has been notified or printed.
<{MM/YYYY}> or <{DD/MM/YYYY}> or <{DD month YYYY}>
For type IA variations affecting the product information, the date of revision of the text
should be the date of implementation of the change by the Marketing Authorisation Holder.
For type IB, II, and urgent variations related to product safety, the date of revision of the text
should be the date of the Eurasian Economic Union Member State’s competent authority Decision
amending the marketing authorisation.

APPENDIX 12
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products for
human use

REQUIREMENTS
for Preparation of the Medication Guide/Patient Leaflet
for a Medicinal Product
As part of a move towards an increase in regulation of medicines labelling and patient
information, these Requirements has been developed to aid those responsible for the design and
content of patient information leaflets. It sets out the legal framework for patient information
leaflets and it describes best practice in the area of information design to ensure that patients who
rely on the information provided can make informed decisions about the safe and effective use of
the medicines they take.
These Requirements constitute a legal provisions of the pharmaceutical competent
authorities of the Eurasian Economic Union Member States (hereinafter referred to as the Union,
Member State) for patient information leaflets as set down within the medicine directive. It does,
reflect the expectations of the healthcare professionals and most importantly patients with respect to
the provision of high quality patient information.
1. Background
Survey findings tell us that patients want more information than they currently receive and
that they value the Patient Leaflet (hereinafter referred to as the PL) which comes with the medicine
more highly than any other source of information except doctors and pharmacists. The statutory PL
is both available and authoritative and for many patients this is the only written information they
will have about the medicines which they are taking.
Good information helps patients to participate fully in concordant decision-making about
medicines prescribed for or recommended to them by healthcare professionals. Self-care a key
government objective relies heavily on patients having sufficient high quality information on which
to base their decision-making. For medicine purchase over-the-counter interaction between the
patient and a healthcare professional may be limited or unavailable. In this latter case written
information has an increased importance for safe use of the medicine.
2. Purpose
The purpose of these Requirements is to support a move to greater self-regulation by the
pharmaceutical industry when making changes to PLs. When the guidance is applied it will ensure
that the PLs available with all medicines are clear and understandable, enabling patients to act
appropriately. Leaflets which follow the guidance will also reflect the views of patients as
envisaged by the legislation of the Member States.
Those involved in the design and drafting of PLs should ensure that the following sections
are taken into account prior to submitting PLs to the competent authorities of the Member States as
any deviations from this guidance may need to be justified where these impact on safe use of the
medicines.
3. Scope
These Requirements to be read alongside the Union pharmaceutical legislation. It must be
taken into account by marketing authorisation holders when preparing the leaflets accompanying
mutual recognition, decentralised and national marketing authorisation applications and variation
submissions.
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These Requirements apply equally to prescription only medicines and those available overthe-counter as well as hospitals only medicines. In assessing applications or when undertaking
audits of notifications or in the handling of complaints about PLs the competent authorities of the
Member States will consider patient safety in the light of experience and any adverse incidents
reported.
4. Requirements for PLs
The order and nature of information in PLs shall be as follows:
4.1. The package leaflet shall be drawn up in accordance with the summary of the product
characteristics (hereinafter referred to as the SmPC); it shall include, in the following order:
4.2. For the identification of the medicinal product:
4.2.1. the name of the medicinal product followed by its strength and pharmaceutical form,
and, if appropriate, whether it is intended for babies, children or adults. The INN or, if one does not
exist, common name shall be included where the product contains only one active substance and if
its name is an trade name;
4.2.2. the pharmaco-therapeutic group or type of activity in terms easily comprehensible for
the patient;
4.3. the therapeutic indications;
4.4. a list of information which is necessary before the medicinal product is taken:
4.4.1. contra-indications;
4.4.2. appropriate precautions for use;
4.4.3. forms of interaction with other medicinal products and other forms of interaction (e.g.
alcohol, tobacco, foodstuffs) which may affect the action of the medicinal product;
4.4.4. special warnings;
4.5. the necessary and usual instructions for proper use, and in particular:
4.5.1. the dosage,
4.5.2. the method and, if necessary, route of administration;
4.5.3. the frequency of administration, specifying if necessary the appropriate time at which
the medicinal product may or must be administered; and, as appropriate, depending on the nature of
the product:
4.5.4. the duration of treatment, where it should be limited;
4.5.5. the action to be taken in case of an overdose (such as symptoms, emergency
procedures);
4.5.6. what to do when one or more doses have not been taken;
4.5.7. indication, if necessary, of the risk of withdrawal effects;
4.5.8. a specific recommendation to consult the doctor or the pharmacist, as appropriate, for
any clarification on the use of the product;
4.6. a description of the adverse reactions which may occur under normal use of the
medicinal product and, if necessary, the action to be taken in such a case;
4.7. a reference to the expiry date indicated on the label, with:
4.7.1. a warning against using the product after that date;
4.7.2. where appropriate, special storage precautions;
4.7.3. if necessary, a warning concerning certain visible signs of deterioration;
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4.7.4. the full qualitative composition (in active substances and excipients) and the
quantitative composition in active substances, using common names, for each presentation of the
medicinal product;
4.7.5. for each presentation of the product, the pharmaceutical form and content in weight,
volume or units of dosage;
4.7.6. the name and address of the marketing authorisation holder (hereinafter referred to as
the MAH) and, where applicable, the name of his appointed representatives in each Member State;
4.7.7. the name and address of the manufacturer;
4.8. where the medicinal product is authorised under different names in the Member States
concerned, a list of the names authorised in each Member State;
4.9. the date on which the PL was last revised.
For medicinal products subject to additional monitoring, the following additional statement
shall be included ‘This medicinal product is subject to additional monitoring’. This statement shall
be preceded by the black symbol and followed by an appropriate standardised explanatory sentence.
For all medicinal products, a standardised text shall be included, expressly asking patients to
communicate any expected adverse reaction, including lack of efficacy, to his/her doctor,
pharmacist, healthcare professional or directly to the spontaneous reporting system, and specifying
the different ways of reporting available (electronic reporting, postal address and/or others).
4.10. The list set out in paragraph 4.3 of these Requirements shall:
a) take into account the particular condition of certain categories of users (children, pregnant
or breastfeeding women, the elderly, persons with specific pathological conditions);
b) mention, if appropriate, possible effects on the ability to drive vehicles or to operate
machinery;
c) list those excipients knowledge of which is important for the safe and effective use of the
medicinal product and which are included in the Appendix 1 to the Requirements for the
Medication Guide and Summary of Product Characteristics of medicinal products for human use.
4.11. The PL shall reflect the results of consultations with target patient groups to ensure
that it is legible, clear and easy to use, which may be conducted at the discretion of the applicant.
4.12. By 1 January 2025, the competent authorities/assessment organisations of the Member
States shall present to the Eurasian Economic Commission (hereinafter referred to as the
Commission) an assessment report on current shortcomings in the SmPCs and the PLs and how
they could be improved, to be publicly available in the internet, in order to better meet the needs of
patients and healthcare professionals. The Expert Committee of the Commission shall, if
appropriate, and on the basis of the report, and consultation with appropriate stakeholders, present
proposals to the Commission in order to improve the readability, layout and content of these
documents.
4.13. One or more mock-ups of the outer packaging and the immediate packaging of a
medicinal product, together with the draft package leaflet, shall be submitted when the marketing
authorisation is requested. Where such consultations were conducted, the results of assessments
carried out in cooperation with target patient groups shall be provided to the competent
authority/assessment organisation of the Member States for authorising the marketing.
4.14. All proposed changes to an aspect of the labelling or the package leaflet covered by
this Section and not connected with the SmPC shall be submitted to the authorities competent for
authorising marketing. If the competent authorities of the Member Stateshave not opposed a
proposed change within 90 days following the introduction of the request, the applicant may put the
change into effect.
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4.15 The PL may include symbols or pictograms designed to clarify certain information
mentioned in paragraph 4.1 of these Requirements and other information compatible with the
SmPC which is useful to the patient, to the exclusion of any element of a promotional nature.
4.16. The PL must be written and designed in such a way as to be clear and understandable,
enabling users to act appropriately, when necessary with the help of health professionals. The
package leaflet must be clearly legible in an official language or official languages of the Member
State where the medicinal product is placed on the market, as specified, for the purposes of these
Requirements, by that Member State. This information may be provided in several languages,
provided that the same information is given in all the languages used.
4.17. Where the medicinal product is not intended to be delivered directly to the patient, or
where there are severe problems in respect of the availability of the medicinal product, the
competent authorities of the Member States may, subject to measures they consider necessary to
safeguard human health, grant an exemption to the obligation that certain particulars should appear
on the labelling and in the PL. They may also grant a full or partial exemption to the obligation that
the information must be in an official language or official languages of the Member State where the
medicinal product is placed on the market.
4.18. Where the provisions of this Section are not complied with, and a notice served on the
person concerned has remained without effect, the competent authorities of the Member States may
suspend the marketing authorisation procedure, until the labelling and the package leaflet of the
medicinal product in question have been made to comply with the requirements of this Section.
4.19. In addition to the clear mention of the words ‘homeopathic medicinal product’, the
labelling and, where appropriate, the PL for the medicinal products subject to simplified registration
shall bear the following, and no other, information:
a) the scientific name of the stock or stocks followed by the degree of dilution, making use
of the symbols of the Union Pharmacopoeia; if the homeopathic medicinal product is composed of
two or more stocks, the scientific names of the stocks on the labelling may be supplemented by an
invented name,
b) name and address of the MAH and, where appropriate, of the manufacturer,
c) method of administration and, if necessary, route,
d) expiry date, in clear terms (month, year),
e) pharmaceutical form,
f) contents of the sales presentation,
g) special storage precautions, if any,
h) a special warning if necessary for the medicinal product,
i) registration number,
j) ‘homeopathic medicinal product without approved therapeutic indications’,
k) a warning advising the user to consult a doctor if the symptoms persist.
4.20. Combined PLs may be used for different product strengths and/or forms. See the
recommendation provided in product information templates in accordance with Appendix 16 to the
Requirements for the Medication Guide and Summary of Product Characteristics of medicinal
products for human use.
The templates, however, do not address issues in relation to design and layout or provide
detail on how to develop patient accessible language. The template is explicit in instructing
applicants to ensure information design is considered along with the need for translation into all
languages, including Russian where harmonised texts are not in good quality Russian. Applicants
will need to refer to these Requirements in order to maximise the quality of the full colour mockups which will be provided to the competent authorities of the Member States with application and
notification submissions and which will form part of the approval of the marketing authorisation.
General advice consultations with the target groups is provided below in Section 7 of these
Requirements.
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5. Order and content of the information
5.1 Order of the information
Section 4 of these Requirements sets out the six main sections of the PL and the information
which must be included within each of these sections. These are:
Identification of the medicine
The name, the active substance (only one active substance name shall be used in following
order: in accordance with the Union Pharmacopoeia, pharmacopoeias of Member States or main
pharmacopeias in accordance with the Eurasian Economic Union Member States Pharmacopeia
Harmonisation Conception), the pharmaceutical form, strength of the product should be stated.
Therapeutic Indications
The conditions for which the medicine is authorised must be listed. This section should
include any benefit information considered appropriate.
Information necessary before taking the medicine
Situations where the medicine should not be used, any precautions, warnings, interactions
with other medicines or foods, information for special groups of patients (pregnant or nursing
mothers), and any effects the medicine may have on the patient’s ability to drive.
Dosage recommendations
How to take or use the medicine including both the route and method of administration, how
often it should be given, how long the course of treatment will last, what to do if a dose is missed
and if relevant what do in the event of an overdose and the risk of withdrawal effects.
Description of adverse reactions
All the effects which may occur under normal use of the medicine and what action the
patient should take if any of these occur. These should be listed by seriousness and then by
frequency.
Additional information
This covers information on excipient details, a description of the product, registered pack
sizes, storage conditions, name and address of the MAH and manufacturer
Although there is no need to adhere to the order of the subsections within each of these
sections MAHs will need to consider how best to set out the information required to appear. Where
particular subsections of section 4 of these Requirements do not apply for a particular medicine
there is no need to include reference to this in the mock- up provided. Further information to assist
applicants is available in the PL template (Appendix 15 to to the Requirements for the Medication
Guide and Summary of Product Characteristics of medicinal products for human use).
5.2 Content
Section 4 of these Requirements requires the leaflet to be drawn up in accordance with the
SmPC. How the information is worded is equally important in making sure the key messages for
safe use can be understood. Before submitting your leaflet for user testing make sure you have
considered the way in which the information is written and take account of best practice in this area.
Your writing style should be considered in advance of submitting a leaflet for user testing in order
to have the best chance of success.
The content cannot be identical to the information presented in the SmPC and will need to
be translated into official language of the Member State. This will ensure that the resulting mock-up
meets the requirement to be clear and understandable and to be clearly legible in the official
language of the Member State.

6
Translations of the PL into other languages in common use in the Member States are
permitted provided that the information presented is identical in all languages. Only the official
language leaflet will be subject to approval as part of the marketing authorisation.
A “harmonised text’ version of both the label and PIL text shall be agreed by assessment
organisations of the Member States which grant a marketing authorisation. This enables all Member
States to translate the information into their own national language. Where you have not addressed
the need for colloquial Russian prior to the end of the Union procedure you may be required to
translate the version of the information for the mock-up.
Further information is available from the Appendix 17 to the Requirements for the
Medication Guide and Summary of Product Characteristics of medicinal products for human use.
Key points to note:
consistency with the SmPC and compliance with Section 4 of these Requirements and
Appendix 15 to the Requirements for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use must first be achieved;
complex language and medical jargon cause difficulty in understanding by patients;
translate all the information into lay language;
make sure you use colloquial language of the official language of the Member State;
use short sentences and/or bullet points;
certain of the phrases in the template provided in Appendix 15 to the Requirements for the
Medication Guide and Summary of Product Characteristics of medicinal products for human use
can confuse so consider more colloquial terms for the Member State;
do not use the system organ class arrangement for side effects as patients are unable to
follow this logic. Side effects should be grouped by seriousness to enable patients to understand
when to take action and what that action should be;
make sure risks are communicated clearly to patients. Explanations (including frequency
with respect to the side effects) are known to be helpful to readers and can put the risk in context.
5.3 Using templates
A template will help to make sure that the information required by the Directive appears in
the correct order (Section 4 of these Requirements). This will not help with design and layout,
however, and once you have the text for the leaflet you will still need to make sure that the design
and layout of the words produces a high quality document which patients will be able to read and
understand. This is acknowledged in the preamble to the template guidance provided in Appendix
16 to the Requirements for the Medication Guide and Summary of Product Characteristics of
medicinal products for human use.
Findings from the survey indicate that the wordings of many of the headings and
subheadings in the template are not well understood by patients. You should make sure that when
preparing your mock-up PL for testing you reword your PL to ensure that all the information is
translated into terms which the patient can understand.
Particular care needs to be taken with the sections in the PL covering contraindications,
warnings and precautions and the side effects sections.
These are often very long and written in complex language. Make sure that you have used
the guidance below on design to help reduce the likelihood of problems arising in testing.

6. Design and layout
A well written and clearly designed PL can maximise the number of people who can use the
information to make decisions about their medicine so that they can use it safely and effectively.
Information design essentially makes complex information easy to use and easy to
understand. It is a particularly important aspect of document development where the risk of

7
misunderstanding is likely to come with a cost - highly likely in the field of medicines information.
This is an iterative process and in deciding on a design for a particular PL there are likely to be a
number of different designs and modifications in the development process.
Many test houses will offer to review and improve the design and layout of the information
in the PL to ensure a high quality PL is achieved and there is more chance of a successful outcome
in the user test. You may take advantage of these services when drawing up the PL.
6.1 Information Design
Whether this is the first time you have written and designed a PL, or even if you have some
experience, you may need advice on best practice in information design. In its broadest sense
information design - although a complete subject in its own right - covers the following:
6.1.1. Information architecture
How the information is set out in the document is an important feature of information
design. It provides order and structure to the document as well as looking at navigation tools within
the document. Very little information is read from beginning to end (with the exception of novels)
and the way in which the information is arranged is important in ensuring that readers can find their
way around it. Making the information easy to use is an important output from this.
6.1.2. Typography
Typography can be defined as designing with type in order to communicate a message. The
typeface used and other elements of graphic design such as colour of text need to be chosen with the
audience in mind. When used well these aspects organise and communicate the information in a
way which meets the needs of the reader. No matter how well written the text is in the PL if it is set
out in a typography which is difficult to read it is unlikely that patients will take the time or be
encouraged to read it.
White space within the written text is helpful in creating a feeling of openness about the
information being presented. The use of columns which are familiar to most readers through
newsprint help readers to easily assimilate information. Line length and line spacing are important
aspects of design and should be taken into account when deciding on an appropriate layout.
Appendix 17 to the Requirements for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use gives detailed guidance on the minimum font
size which is considered to be acceptable.
6.1.3. Clear language
This is already a legal requirement of the Member State for PLs. Section 4 of these
Requirements requires that the information is clearly comprehensible and easily legible. If the PL
looks attractive but still retains the use of poor language, or the widespread use of technical
terminology again the opportunity to communicate with the patient will be lost.
6.2 The intended audience and how this will help meet their needs in product
information
Before writing the PL and setting it out on the page you will need to consider where the
medicine is going to be used, who will be taking it and what particular issues will need to be
resolved. Involving potential patients at an early stage in the drafting of the PL should ensure
success in the testing later on.
There is scope to consider the needs of older people, those whose official language of the
Member State may not be mother tongue, people with learning difficulties or those with a condition
(for example diabetes) which may affect their vision. Key patient groups which should be
considered are set out below.
6.2.1. Children or young adults
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If the medicine is used by these patients you will need to consider how the information
needs of this special population are being met by the document.
You might need to signpost the reader to other sources of information specifically tailored to
that age group or provide a tear off section of the PL which covers the key messages for safe use in
a way that they can easily access the information provided.
6.2.2. Hospital products
If the medicine is being administered or use in hospital or in a clinic setting you will need to
consider how the information for the clinical staff and the patient can be separated at the point of
use so that each has access to information which is relevant to them.
Information for the healthcare professional will need to be presented in a separate tear-off
portion of the leaflet which addresses the issues which they need to be aware of whilst
administering the medicine.
The patient separately needs access to the statutory information which provides them with
key messages for safe use and which they can retain.
6.2.3. Eye preparations
If the medicine is an eye-preparation you will need to make sure that the text size for the
information is sufficiently large to enable patients who may have sight difficulties to easily read the
information provided. This may mean you need to consider the use of a larger document, or that
you need to consider alternative designs (landscape rather than portrait for example) to maximise
the space available.
6.3 Key information for the patient
Before writing the information and setting it out on the page you will need to decide for each
medicine what the key messages for safe use are for the product. This will enable you to consider
what information to include in headlines and which particular pieces of information need to stand
out to the reader.
Having defined the key messages for safe use with each medicine you will then be able to
use these to devise a questionnaire for any user testing.
6.4 Helping patients navigate the information
How the information is set out in the document is important. The order in which the
information must be presented is prescribed in Section 4 of these Requirements and the templates
(provided in Appendix 15 to the Requirements for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use) help ensure that the information appears in
relevant location in the PL. If you use the template to help you place the information you must
make sure that the information is then translated into language appropriate for your audience.
You will then need to think about how you place headings and sub-headings on the page to
help the reader navigate the information. Headings within the PL are a vital means of seeing at
glance how the information works and in addition headings serve two functions.
the headings indicate where a section starts and help the reader to find the information they
are looking for.
a heading tells you what sort of information will appear in the section below so helping the
reader to understand the information.
Headings must be visually prominent so that readers can easily distinguish a heading from the rest
of the document. This makes scanning the document for particular pieces of information easier.
Prominence can be achieved in a number of ways and may include:
the use of reversed text - white lettering on a dark background
heading text larger than the information which follows and in a bold font
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heading text larger than the information which follows in strong contrasting colour.
Headings must accurately describe the contents of the section of text which follows and as a
rule of thumb the heading should be shorter than the information which follows.
Some sections within the PL are lengthy and benefit from the use of subheadings to further
aid the reader find their way through the information which follows. This is particularly important
for section 2 of the PL which will require the careful use of headings and sub-heading in a suitable
hierarchy to partition the different pieces of information which must appear here.
6.5 Other factors to consider
Other items which are useful to consider in improving the design and layout of the
information include factors such as the use of colour, symbols and pictograms to aid understanding
and location of key pieces of information.
A number of key points came out from this in relation to design and layout and you are
advised to consider these in addition to the earlier points:
make sure headings are placed consistently and stand out by using either a larger font or by
emboldening the text.
judicious use of colour can help but make sure contrast is good and there are not too many
colours which can in itself be a problem.
patients like an index. This is very important if you are using a booklet format which is
known to be more difficult to navigate.
make sure the text size used is as large as possible and that there is good use of white space.
Dense text means patients lose concentration and therefore cannot find the information required.
long lists of side effects are frightening and short bullet points have been found to be
helpful. Group the side effects by seriousness and make sure that where patients need to take urgent
action this is clear.
make sure related information is located together and not split over different columns or
sides of the leaflet.
A list of quality criteria has also been created to score the PL assessment. Quality criteria are
attached at Appendix 18 to the Requirements for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use.
When applied to a leaflet intended for submission these quickly provide a numerical score
which gives an indication of quality and where further changes could increase the score allocated.

7. User testing
7.1 Legal basis
In accordance with Section 4 of these Requirements:
“The package leaflet shall reflect the results of consultations with target patient groups to
ensure that it is legible clear and easy to use…’The results of assessments carried out in cooperation
with target patient groups shall also be provided to the competent authority.
User testing or other form of patient consultation ensures that patients’ views on the content
and design and layout are taken into account so that the final PL which is submitted as part of the
Marketing Authorisation enables most medicine users to take safe and accurate decisions about
their medicines.
7.2 What User Testing Is
Appendix 17 to the Requirements for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use describes one method of testing the PL but
recognises that other methods maybe valid provided that they demonstrate the patients using the
document can both find and understand key messages for safe use associated with the particular
medicine.
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The method described is a diagnostic test which shows how the leaflet performs in practice
rather than a content based test such as a SMOGG test. It is a performance-based, flexible
development tool which identifies barriers to people’s ability to understand and use the information
presented and indicates problem areas which should be rectified. It is particularly useful as part of a
PL development process. If testing reveals barriers to understanding, carefully considered changes
to the PL will be needed to improve it.
Other methods are acceptable to the regulatory agencies. Those who have, recognise the
importance of observing one-to-one interviews to help understand how patients navigate the
information provided.
The competent authorities of the Member States will not require any particular method of
testing to have been used, but will look for evidence that people who are likely to rely on the PL can
find and appropriately use the information.
The MAHs are advised to ensure that you have:
clearly defined before the test what the most important information is – for example, what
the medicine is for, the dosage and any significant side effects and warnings. This will vary
depending on the active substance in the medicine in question. The questions asked of the
participants should cover the key messages for safe use. These key messages for safe use are most
likely to come from sections 1 – 4 of the PL but the distribution and spread of questions will vary
from one medicine to another. Although for some medicines there may be a need to ask a question
from sections 5 or 6 of the PL this would not be usual. Make sure you cover all the key messages
for safe use in the questionnaire to be sure of a successful outcome;
reflected in the test sample populations who are particularly likely to rely on the leaflet for
the medicine in question (these may include carers). It will not be essential to reflect all patient
populations in every circumstance – it will be sufficient that those involved can imagine having the
condition for which the product is indicated. Healthcare professionals and other staff/people who
routinely work with medicines information must be excluded to avoid bias. People who are familiar
with the medicine would not normally be appropriate, although they can be a useful source of
advice in the design stage;
provided credible evidence that test participants can find and appropriately use the
information. The questions included in the protocol will be assessed to ensure that they reflect the
key safety messages identified. Questions must be open, allow the participant to imagine
themselves in a particular scenario and must not lead them to the answer within the PL. Each
question must perform satisfactorily. It is not appropriate for data to be accumulated and for one or
more key messages not to be found and understood by participants. Assessors will be looking for
relevant questions to be asked of participants and for each question to individually meet the success
criteria determined prior to testing.
7.2.1. Interpretation of the Success Criteria
Success criteria state that 90% of literate adults should be able to find the information and of
these 90% should be able to understand the information. Over two rounds of 10 participants on the
final proposed leaflet we would expect 16/20 participants to have both found and understood the
information. Where results fall below this level we would expect revisions to the PL to be made and
further testing to be carried out. Where alternative test methods are proposed different success
criteria may be appropriate. Nevertheless, whatever success criteria are proposed each question
must satisfy the criteria individually.
7.2.2. Preparing the report for submission
In putting together the report for submission to the competent authorities of the Member
States you should take into account guidance already published. In addition it is helpful to include
the following sections in the report:
7.2.2.1. Key messages for safe use.
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Identify these up-front for the particular medicine. Discuss how the questions have been
derived based on the key messages for safe use.
7.2.2.2. Participant selection and demographics
Discuss how the participant population chosen reflects the likely patient population for the
medicine in question, both in sex and age spread.
Discuss exclusion criteria and educational level of participants to ensure bias is removed.
7.2.2.3. Report each round of testing
Graphical representation works well but if graphs are used they must be clearly labelled and
easy to interpret.
Each question must pass the success criteria
Indicate which questions participants have problems with. This may be in terms of location
or understanding or both.
If you use subjective criteria such as ‘easily’, ‘with difficulty’ etc to describe how
participants find information, please be aware that the competent authority of the Member State
would consider those responses stating ‘with difficulty’ or ‘with lots of difficulty’ to be
unsuccessful and that you should discuss how ease of finding the information can be improved by
making changes to the PL.
Propose changes to the PL to address the difficulties.
Retest and report further rounds.
7.2.2.4. Discuss any general feedback from the participants on the PL and propose changes
to address any concerns of a general nature.
7.2.2.5 All versions of the leaflet.
7.2.2.6. The original data obtained from the interviews is not needed; a summary of the
verbatim responses will suffice. If more information is needed, it will be asked for it during the
assessment.
You should not submit data on how each participant performed during the test. The leaflet is
being tested, not the participants, and therefore these data are not relevant.
7.3 When is user testing required
Where a user testing is performed, the appropriate evidence to be included in the
submission. An applicant for a generic/biosimilar product may also perform user testing. However,
this does not mean that a user test (or similar) will have been carried out on all PLs.
When carrying out a user test or other test a full colour mock-up of the leaflet intended for
marketing must be used. It is not acceptable to use a ‘text’ version since design and layout have a
significant influence on a patient’s ability to find and understand key messages for safe use.
Leaflets for medicines administered by healthcare professionals in a hospital or clinic setting
must still have supporting data demonstrating that they comply with the provisions of Section 4 of
these Requirements.
A user test (or similar) will always be required for PLs in the following circumstances since
providing such results will prevent from potential observations of the competent
authorities/assessment organisations of the Member States on information of low quality given to a
patient:
medicines containing New Chemical Entities or with a novel presentation;
those medicines which have undergone a change in legal status;
where significant new safety information has been introduced into a previously tested PL:
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addition of large amounts of new clinical advice (more than single words or phrases) due to
safety restrictions;
exposure to new patient populations as a result of extending the use of the product.
These changes can result in the movement of blocks of text, often a reduction in font size,
re-orientation of the information, change in design and layout often with the introduction of
additional columns or the use of booklet. All of these design changes will not have been considered
in any previous user test or bridging study carried out and will need further data demonstrating
compliance with Section 4 of these Requirements.
Applicants are advised to consult the competent authoritities of the Member States.
When significant changes are introduced to the design and layout of a previously tested PL.
Often it is necessary to alter the dimensions of a leaflet to suit a new production facility. Where the
orientation and placement of the information remains the same this will not necessitate the need for
further testing or a bridging study to be carried out. Changes in orientation and/or placement of text
size of text and introduction of alternative formats (flat leaflet moving to booklet) on the other hand
will require supplementary bridging data, focus testing or in some cases a full user test to be carried
out.
Where a label serves to communicate the information required by Section 4 of these
Requirements this will need to be subject to user testing.
A user test (or similar) will not be required when changes to the PL are to introduce a new
word or phrase within a section which has previously been subject to testing or when the changes to
the design and layout do not impact on placement or size of the information presented.
7.4 Submission of a bridging study
The term bridging has been described to apply to leaflets which are sufficiently similar in
both content and layout. In bridging, a successful user test on one PIL [the ‘parent’ PL] can be used
as a justification for not testing other similar leaflets [‘daughter’ PILs]. In some circumstances it
may be appropriate for some ‘daughter PLs to rely on the results of testing for more than one
‘parent’ PL.
Since the design and layout of the information is crucial to how the information is used and
understood, ‘daughter’ PLs should be of the same design, layout and writing style as the ‘parent’ PL
in order for bridging to be successful. A bridging proposal is unlikely to be acceptable to the
competent authority of the Member State where this concept has not been adhered to.
7.4.1 Key Messages for Safe Use
A successful user test will have identified up-front the key messages for safe use with the
particular medicine in question. For each medicine these messages will be different. The
questionnaire will have to address these key messages and provide evidence that patients can find
and understand these messages so that they can use the medicine safely. Such a user test could then
be relied upon to support a PL drawn up in the same manner for a closely related medicine. In a
bridging study the key messages for safe use for both the ‘parent’ and ‘daughter’ PLs need not be
identical. However, high profile safety issues should be included in the key points tested for each
daughter PL.
7.4.2 Format, Design and Layout
The design and layout of the information in the PL is crucial to the way in which patients
access the key messages for safe use. In order for bridging to be successful both the ‘parent’ and
‘daughter’ PLs should have a common design and layout. Common design and layout will include
the following important aspects:
font style and font size;
headings and sub-headings including consistency of placement;
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PL dimensions including whether the document is laid out in portrait or landscape format
and number of columns;
use of colour and choice of colour;
style of writing and language used;
layout of critical safety sections of the PIL; use of pictograms.
Each different leaflet design (with particular dimensions) or variations in format (such as a
booklet, or peelable leaflet) will need to have been the subject of a number of successful user test
exercises in order for other leaflets to claim similarity to a particular format in a bridging study. The
number of tests required for a particular format will depend on the complexity of the information
conveyed in each case and will be judged on a case-by-case basis.
7.4.3 Applying bridging in practice
There may be particular circumstances where bridging could be used. Each of these is
discussed in this section and acceptance criteria are explored. In all cases the target patient
population will be similar.
a) Line Extensions
Bridging will normally be acceptable for PILs of the same active moiety for different
strengths or routes of administration. In these cases the ‘parent’ PL should be the one which
contains the more/most complex information for the patient.
For example the PL for diazepam oral solution could be designated the ‘parent’ PL for
diazepam tablets (‘daughter’ PL).
Where a medicine is presented in a formulation not normally supplied to patients for self
medication the relevant PL could be bridged to that for the same medicine which is selfadministered.
For example the PL for diazepam injection (‘daughter’) could be bridged to the PL for
diazepam oral solution (‘parent’).
Where potentially similar products require the patient to understand significantly different
methods of administration different criteria will apply. Examples include but are not restricted to an
inhalation device and a patch. Here it will be important to ensure that the information in relation to
the posology has been the subject of a successful user test. However, a ‘daughter’ PL could rely on
user tests carried out on the PLs associated with more than one product.
For example a ‘double’ bridge could be applied to the PL for a salbutamol inhaler
(‘daughter’) which could be bridged to a successful user test for a PL for an oral salbutamol
preparation (covers information relating to the active moiety) and to the PL for a beclometasone
product with an identical inhaler device (covers information relating to delivery).
Where a company portfolio includes a range of conventional topical dosage forms
(ointments; creams; eye, ear or nose drops or ointments/creams; scalp applications; lotions),
individual tests of the administration instructions will not normally be required unless these contain
untested pictograms (see below).
However, the requirement remains that the daughter PLs must be of the same design, layout
and writing style.
(b) Medicines in the same “drug class’
A therapeutically similar product is defined as a group of medicines which have similar
modes of action. The following examples are included but this list is not exhaustive and inclusion of
these therapeutically similar examples within particular classes does not necessarily mean that
bridging will automatically be accepted for PLs in these categories:
Cardio-vascular:
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thiazide and related diuretics,
beta-blockers,
ace-inhibitors
Central Nervous System agents:
Selective Serotonin Re-Uptake Inhibitors
tricyclic and similar anti-depressants
anti-histamines
benzodiazepines
opioid analgesics
Anti-infectives:
penicillins, cephalosporins & macrolides
antifungals
Musculo-skeletal:
Non-Steroidal Anti-Inflammatory Drugs
Endocrine:
Glucocorticoids
Malignant Disease:
alkylating cytotoxics Nutrition:
intravenous nutrition
Obstetrics/Gynaenaecology:
oral contraceptives
Medicines which are considered to be a ‘group’ simply in terms of the therapy area
they cover but which actually contain many different medicines with differing modes of action
and key messages for safe use will be considered on a case by case basis.
For example the following medicines will not normally be considered appropriate for
successful bridging due to the differing clinical considerations:
Anti-arrythymics such as amiodarone and disopyramide
Anti-epileptics such as valproate, lamotrigine and phenytoin
Disease modifying anti-rheumatics such as gold and penicillamine
In therapy areas where there are many different medicines with differing modes of action
but the key issues around safe use are much less critical, bridging may be acceptable. The following
are given as examples
Antacids and anti-spasmodics
cough preparations
vitamins
mouthwashes
emollients and skin cleansers.
In most cases, the chosen parent PL will be that containing the widest range of information.
c) Same Key Messages for Safe Use
Where the key messages for safe use which have been identified for a range of medicines
are similar and the PLs are designed, laid out and written in an identical manner bridging here will
be easiest to justify.
d) Same Patient Population
Medicines within the same therapeutic class are normally used within the same patient
population. However, a small number of medicines are used in more than one therapeutic area. An
example of this would be glucocorticoids. In such examples ‘double’ bridging can be applied
making sure that the ‘parent’ PLs to which the ‘daughter’ PLs are bridged covers all key messages
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for safe use arising from the contraindications, warnings precautions and side effects and also
addresses issues relating to indications and posology.
e) Combination medicines
Generally, the PL for the combination medicine should be considered as the ‘parent’ PL for
the purpose of bridging to the individual component ‘daughter’ PLs. You will need to make sure
that any key messages for safe use relating to the individual components have been addressed in the
questionnaire for the combination PL. It may be possible to use the individual component PLs as
the ‘parent’ PLs and bridge to the combination PL as the ‘daughter’ provided any differences in
layout and length of the combination PL have been the subject of successful user testing within the
company portfolio.
f) Short PILs for medicines with minor therapeutic actions
Short PLs for such products are unlikely to need to be the subject of a specific user test. It
will be sufficient to rely on the successful tests carried out for other products within the portfolio
even though these may not be in the same therapeutic class. Examples of such medicines are water
for injection, aqueous cream, hypromellose eye drops.
g) OTC medicines with a variety of minor components
Remedies and OTC products with multiple ingredients can be bridged with PLs which have
been successfully tested for the main active ingredient(s) e.g. compound analgesics based on
paracetamol. The requirements for the PL format to be the same still apply.
h) Pictograms
Pictograms used within a company house style will need to be tested as part of a user test.
For bridging to encompass pictograms successfully the pictograms in ‘daughter’ PLs should have
the same design, dimensions and colours as those in the ‘parent’ PL.
i) Bridging between companies
Each company is expected to rely on his own data. However, if a letter of access is provided,
a second company may apply to use the same PL as another marketing authorisation holder
provided the content of the PL (with the exception of specific company information) is identical. In
both cases the design and layout for the PLs concerned should be identical in all aspects as
discussed above. The use of different company logos will be acceptable provided these are placed
consistently in the two PLs and take up a similar amount of space. A statement should also be made
that the applicant has seen the originator’s data and confirm that the user test was acceptable.
7.4.4 Drafting and submitting a bridging report
Each marketing authorisation will have to include data which demonstrates that patients can
find and understand the information which is necessary for safe and effective use. A bridging report
is a full report - but will not include the original data submitted in respect of the ‘parent’ PL. The
user test for the ‘parent’ PL should have been submitted and approved prior to the approval of the
‘daughter’ PL(s). That does not prevent a series of PLs being submitted concurrently for assessment
thereby enabling you to take advantage of the bulk fee arrangements.
a) Identifying the Key Messages for Safe Use
The bridging report will need to discuss first of all the key messages for safe use within the
‘daughter’ PL and justify how these are covered within the test carried out on the ‘parent’ PL.
Where the key messages are not identical (and this will apply to many bridged PLs) the bridging
report will need to critically appraise these differences and address the relevance of the
questionnaire to the ‘daughter’ PL. Synergies and similarities in the key messages should be
discussed.
b) Design and Layout Issues
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There will need to be a critical comparison of the design and layout of both ‘daughter’ and
‘parent’ PLs and synergies and similarities drawn out in support of the bridging exercise.
c) Complexity of Message and Language Used
A critical discussion of the complexity of the messages contained within the ‘parent’ and
‘daughter’ PLs should be presented. The language used in both PLs should be discussed and
compared. Again similarities and synergies should be discussed.
All reports should address any general issues raised by participants in the user test
concerning aspects of the PL which they liked or disliked.
7.5 Carrying out a focus test
A focus test may be appropriate in a number of circumstances. A focus test will look at a
specific area of the leaflet only and may be used to support a particular change to the leaflet
(following a change to the SmPC) or as part of the initial grant of the Marketing Authorisation
where a discreet aspect of the leaflet cannot be assured by means of bridging to already approved
PLs.
A focus test will be carried out in a similar manner to a full user test. However, a lesser set
of questions will be needed as only a discreet portion of the PL is being concentrated on. Participant
groupings, however, will need to follow the guidance above for a full user test in order to provide a
robust data set for review. The guidance concerning success criteria is also relevant.
Because a focus test is likely to take a shorter time than a full user test you may carry this
out using participants drawn together for a full user test on a PL for a different product during the
same user testing session.
7.6 Assessment of the data submitted in line with Section 4 of these Requirements
An assessor of the competent authority of the Member State will consider whether the PL
meets the legal requirements as set out in Section 4 of these Requirements, including the order of
the information.
The assessor will then consider the design and layout of the PL, including the font style and
size and the way in which the information is written and make a decision on the overall readability
of the PL as intended for marketing.
We will then consider which key pieces of safety information are essential for safe use of
the medicine and judge whether or not the applicant has identified a similar set of key safety
messages for inclusion within the protocol and questionnaire for the user test.
The user test (or other form of consultation with target patient groups) will then be assessed.
The assessor will be looking for evidence that the participants in the test have been able to first find
and then understand those key safety messages identified prior to undertaking the testing. The
suitability of subjects will be considered by the assessor and you will need to make sure sufficient
detail is provided in the report concerning their background and their relevance to the target patient
population for the medicine in question. Participants should not be used more frequently than once
every six months to take part in such testing.
Where the data indicate that patients experience difficulties with particular questions,
revisions to the way in which the information is expressed may be required.
8. Inclusion of addition information
8.1 General provisions
The inclusion on the label and in the PL of other information compatible with the SmPC,
which is useful for the patient and, importantly, not promotional, is permitted.
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Many patients, particularly those who take prescription medicines long-term, will benefit
from additional information about the way in which the medicine works and the disease it is
intended to treat.
Information permitted under this category may include additional facts about the use of the
medicine and also general background information about the disease and how to manage it.
8.2 Signposting to other sources of information
The PL has a key part to play in providing information to patients about their medicine, to
promote safe use of the product.
The primary focus of companies should be on ensuring that the PL provides good
information on the use of the product but one PL cannot meet all the information needs of all
patients. Additional information may be sought by some medicine takers.
These Requirements set out additional measures that can be taken to use the PL as a signpost
to sources of further information for patients. Examples may include details of patient support
organisations or services provided by the manufacturer such as leaflets, magazines and telephone
support. All materials should be designed to support patients in making informed choices about
their healthcare.
The three key principles must also be applied the PL:
The information must be compatible with the SmPC - This means that the information must
relate to the approved indications and usage of the product.
It must be useful to patients and/or carers for the purpose of health education, as described
above.
All materials must be non-promotional - Information about therapeutic options must not be
included in the PL itself. A balanced overview of the therapeutic options and their place in
recognised therapeutic regimes can be provided in supporting materials but comparative statements
(e.g. newer/ more effective/ better tolerated/ more evidence to support use than XXX, etc.) are not
permitted.
8.3 Possible signposts
8.3.1 Signposting to information in alternative formats
The PL is the most obvious way for companies to make people aware of the availability of
alternative formats of the leaflet such as Braille, CD, audio or large print for example. Place this
prominently in the leaflet in at least 14 point bold text.

APPENDIX 2
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products for
human use

REQUIREMENTS
on Description of Composition of Pegylated (Conjugated) Proteins in the
Summary of Product Characteristics, Medication Guide (Patient Leaflet).
In order to ensure clarity and uniformity in description of composition of medicinal products
containing pegylated (conjugated) proteins as the active substance, the following terms should be
used:
‘Degree of modification’ means average number (a) of polymer molecules bound to the
protein;
Mass definitions:
‘Protein moiety (X)’ means the molecular mass of protein contained in the protein
conjugate;
‘Protein conjugate (Y)’ means the average total molecular mass of the conjugated proteinpolymer active substance;
‘Free protein’ means the mass of the unconjugated protein. Strength and filling of
pegylated (conjugated) protein medicinal products should be determined based on the protein
quantity taking into account the general molecular structure.
To prevent confusion about protein quantity, the composition and effects of protein
conjugate need to be thoroughly described in the Summary of Product Characteristics.
1. Section 2 (Qualitative and quantitative composition) of the Summary of Product
Characteristics
The section should mention:
The composition expressed in accordance with the determination of strength, as assayed,
with a clear indication that the amount relates to protein content only
and
A description of the protein conjugate in the following way: The active substance is a
covalent conjugate of < type of protein, production system > with <name of polymer contained in
conjugated.
The potency of this product should not be compared to the one of another pegylated or nonpegylated protein of the same therapeutic class. For more information, see 5.1.
2. Section 5.1 (Pharmacodynamic properties) of the Summary of Product
Characteristics
Section 5.1: The structure of the protein may be described as follows:
<type of protein> is conjugated with <name of polymer contained in conjugate> at a
degree of substitution of <n moles of polymer/mole of proteind The average molecular mass is
approximately <Y> of which the protein moiety constitutes approximately <X>.
This may be followed by a description of isoforms when relevant, the molar activity of the
conjugate compared with the non-substituted protein, differences in activity related to isoforms, etc.
3. Section 5.2 (Pharmacokinetic properties) of the Summary of Product Characteristics
Section 5.2: Comparative pharmacokinetic data with the non-conjugated protein may be
shortly outlined when relevant, followed by a detailed description of the pharmacokinetics of the
conjugate. When relevant, the behaviour of isoforms and stability of conjugates in vivo should be
detailed.

APPENDIX 3
to the Requirements for the Medication
Guide and Summary of Product
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human use

the R E Q U I R E M E N T S
on Pharmaceutical Aspects Of The Product Information For Human Vaccines in
the Summary of Product Characteristics and Medication Guide (Patient Leaflet)
I. INTRODUCTION AND SCOPE
This document provides guidance on the content and presentation of the pharmaceutical
particulars applicable to the product information (Summary of Product Characteristics, labelling,
and Package Leaflet) for human vaccines. The need for special guidance arises from the complexity
of many aspects of vaccine composition and formulation. Moreover, it provides guidance on the
format and content of sections 4 (Clinical particulars) and 5 (Pharmacological properties) of the the
Summary of Product Characteristics that raise some issues specific for vaccines.
The fundamental requirements for product information particulars for medicines appear
elsewhere in these Requirements.
Applicants are advised to take this Appendix into account when submitting applications for
Marketing Authorisation (MA) for new vaccines, and on the occasions of applying for renewals of
existing vaccine MAs.
Guidance specific to the product information for influenza vaccines will be provided
separately.
II. SUMMARY OF PRODUCT CHARACTERISTICS
The pharmaceutical sections of the Summary of Product Characteristics are 1 to 3, 6.1 to
6.6.
The pharmacological and clinical sections addressed in this Appendix include section 4.1 to
4.9 and 5.1 of the Summary of Product Characteristics
1. Name of the medicinal product
The entries under Section 1. in the Summary of Product Characteristicsfor vaccines should
appear in the following order:
a) Invented name,
b) [strength],
c) pharmaceutical form,
d) common name of the product.
1.1. Trade name of the medicinal product
Before appropriate Union provisions are enacted, the legislation of the Union Member States
on medicinal product trade names should be observed.
1.2. Strength
It is acceptable not to include the strength where it is not straightforward.
1.3. Pharmaceutical form
Although the these Requirements allow the omission of the pharmaceutical form in cases
where it is not straightforward, it is recommended that the pharmaceutical form should be stated for
all vaccines. The appropriate standard term, or a combination of standard terms of the
pharmaceutical dose form nomenclature, should be used to express the pharmaceutical form.
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In the special case of the pre-filled syringe presentation of a vaccine which is also marketed
in (a) different container(s), the pharmaceutical form of the pre-filled syringe presentation only
should be expressed as ‘<solution> <suspension> for injection in a pre-filled syringe’. In all other
cases, the container should not be included in the pharmaceutical form.
1.4. Common name of the vaccine
The common name should be understood to mean the title of the relevant Union
Pharmacopoeia monograph, where one exists. In cases where there is no Union Pharmacopoeia
monograph, the stylistics and precedents of Union Pharmacopoeia monograph titles should be
observed, including the use of words such as ‘live’, ‘adsorbed’ or ‘virosome’ in parenthesis, if
relevant.
2. Qualitative and Quantitative Composition
The principal entries under Section 2. in the Summary of Product Characteristics should
appear in the following order:
qualitative and quantitative declaration of each active substance,
qualitative and quantitative declaration of any adjuvant or adsorbent present,
a reference to the list of excipients in Section 6.1 of Summary of Product Characteristics,
and take into account the following guidance:
2.1. Active substance(s)
The qualitative and quantitative composition, in terms of the presence of the active
substance(s), should normally be expressed per dose unit.
For polyvalent vaccines, the active substances would ideally appear in the order of the
relevant monograph title of the European Pharmacopoeia, where one exists. However, in the case of
a presentation consisting of more than one container or chamber, the composition should be
presented on a per container/chamber basis.
Abbreviations for active substance names (including carrier protein) should not be used in
the Summary of Product Characteristics.
In Section 2 of the Summary of Product Characteristics, the usual common name or
chemical description of active substances shall be used. As there are no INNs for vaccine antigens,
each active substance name should be in conformity with Union Pharmacopoeia monograph
terminology for vaccine antigens in so far as is possible. For non-pharmacopoeial active substances,
the active substance name should ideally be expressed according to its formal Latin/Greek name, or
according to the disease being protected against, taking historical and pharmacopoeial precedents
for the naming of similar vaccine antigens into account.
Taxonomic names for cellular microorganisms should be italicised. Names of microbial
genera should not be abbreviated. Generally, for bacteria and viruses, the strain, serotype or other
appropriate sub-species designation should be included in the name of each antigen, if relevant.
The nature of any cellular system(s) used for production, and if relevant the use of
recombinant DNA technology, including the use of the expression ‘produced in XXX cells <by
recombinant DNA technology>’ should be mentioned in the SPC, following the pattern set by the
following examples:
‘produced in human diploid (MRC-5) cells’;
‘produced in Escherichia coli cells by recombinant DNA technology’;
‘produced in chick-embryo cells’.
For polyvalent vaccines, the information on the cellular system(s) used for production may
be presented as (a) footnote(s) within Section 2.
Otherwise, the inclusion of a mention of the production process in vaccine active substance
names should normally be restricted to the use of the following terms:
‘live, attenuated’ (in the case of vaccines containing living micro-organisms),
‘inactivated’ (in the case of vaccines containing killed micro-organisms).
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Information on the means used to attenuate or inactivate an active substance should not be
given, unless this information is necessary for defining the nature of the active substance, for
example in the case of a formaldehyde/heat treated cholera vaccine antigen.
2.2. Adjuvants/ad sorbents
If an adjuvant or adsorbent is present in the vaccine, it should be included in Section 2
(Qualitative and Quantitative Composition). Union Pharmacopoeia nomenclature should be
employed where possible, with the exception that ‘aluminium hydroxide, hydrated, for adsorption’
may be written as ‘aluminium hydroxide, hydrated’.
Aluminium compounds are normally referred to as adsorbents. The quantitative declaration
of aluminium compounds should be in terms of the quantity of A1 per dose.
For polyvalent vaccines in particular, and also for monovalent vaccines where this is found
convenient, the qualitative and quantitative particulars for the adjuvant(s)/adsorbent(s) may be
presented as (a) footnote(s) within Section 2 of the Summary of Product Characteristics.
Abbreviations for adjuvant/adsorbent names should not be used in the Summary of Product
Characteristics or Patient Leaflet. Where justified, however, abbreviations may be considered for
the labelling on space limitation grounds, on condition that any such abbreviations are designated in
Section 2Summary of Product Characteristics.
2.3. Multidose preparations
In case of multidose preparation include the following statement: ‘This is a multidose
container. See Section 6.5 for the number of doses per vial’.
2.4. Reference to the list of excipients
The section should conclude with the statement ‘For excipients, see Section 6.1’.
3. Pharmaceutical form
The statement of pharmaceutical form appearing in Section 3 of the Summary of Product
Characteristics should be identical to that appearing in Section 1 of the Summary of Product
Characteristics.
This section should conclude with a description of the product as presented for marketing.
4. Clinical particulars
4.1. Therapeutic indications
The indication should routinely cover:
a) The disease(s) to be prevented (including specific types of an organism if appropriate)
b) The minimum age for use (e.g. infants from the age of 2 months)
c) Appropriate age categories (e.g. neonates, infants, children, adolescents, adults)
d) The maximum age for use if such a limit would be appropriate based on factors such as
the disease epidemiology or antigen content of the vaccine
It may also be necessary to mention particular populations for which the vaccine is suitable
(e.g. naive, primed, at risk). Populations for which the vaccine is not suitable should usually be
mentioned elsewhere.
4.2 Posology and method of administration
4.2.1. Posology
If appropriate, this section should clearly describe and separate doses and schedules for
primary and booster vaccinations. In general, the recommendations should reflect the minimum age
at the time of the first dose, minimum dose interval and minimum interval between the last dose of
the primary series and first (and perhaps sequential) booster dose(s) that were evaluated in clinical
studies.
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For most vaccines intended for use in infancy, and for many intended to boost antigens
routinely delivered in infancy, it will be necessary to include a general statement regarding the need
to follow official guidance on the exact timing of these doses.
Advice on dose and schedule may need to be given separately for different age groups or
other defined populations (e.g. the immunosuppressed).
It may be appropriate to state whether interchangeability of vaccines within a schedule can
be recommended.
4.2.2. Method of administration
The route of administration should be specified (e.g. oral, i.m.).
For injectable vaccines, the route of injection should be specified, preferably with the place
of first choice (e.g. deltoid muscle).
Important statements may include:
<For oral use only, do not inject>
<Do not inject intravascularly>
<Exceptional administration subcutaneously to patients with thrombocytopenia or bleeding
disorders. Any data on safety or immune responses under these circumstances should usually
appear in 4.4>.
4.3. Contraindications
The contraindications should usually be limited to absolute contra-indications that should
apply at the time of administration.
The following should usually appear as a minimum:
<{Tradename} should not be administered to subjects with known hypersensitivity to any
component of the vaccine>.
<As with other vaccines, {Tradename} should be postponed in subjects suffering from an
acute severe febrile illness>.
4.4. Special Warnings and precautions for use
Appropriate common statements might include:
<As with all injectable vaccines, appropriate medical treatment and supervision should
always be readily available in case of a rare anaphylactic event following the administration of the
vaccine.
<(Tradename) should under no circumstances be administered intravascularly>.
<Thiomersal has been used in the manufacturing process of this medicinal product and
residues of it are present in the final product. Therefore, sensitisation reactions may occur>.
<As with any vaccine, a protective immune response may not be elicited in all vaccines>.
This section may also describe:
Lack of protection or limits of any cross protection there may be against strains or serotypes
not in the vaccine.
Situations (e.g. administration to persons already in the incubation phase) or populations
(e.g. elderly) in which the efficacy of the vaccine has not been investigated or could not be
anticipated.
Factors that might be associated with an impaired immune response.
For live attenuated vaccines, the potential for transmission of vaccine strains should be
described, as well as the possibility of reversion to virulence or of re-assortment with wild-type
strains.
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4.5. Interaction with other medicinal products and other forms of interaction
The section should clearly differentiate endorsements for concomitant administration that
are based on clinical data as opposed to statements based on general principles. In general,
satisfactory data obtained on concomitant administration with a representative vaccine of a certain
type (e.g. giving a combination vaccine against diphtheria, tetanus, pertussis and other antigens
vaccine with one of the MMRs on the market) should serve to support a general statement for coadministration.
Clinically important or potentially clinically important immune interference should be
mentioned.
If there are no data regarding co-administration with a type of vaccine that is very likely to
have to be co-administered, this should be stated.
Appropriate common statements may include:
<It may be expected that in patients receiving immunosuppressive treatment or patients with
immunodeficiency, an adequate immune response may not be elicited>.
<Immunoglobulin is not to be given with {Tradename} or
<If it is necessary to provide immediate protection, {Tradename} may be given at the same
time as (normal/x-specific) immunoglobulin. Injections of {Tradename} and immunoglobulin should
be made into separate limbs>.
4.6. Pregnancy and lactation
For vaccines that will be administered only in the pre-pubertal years, it is sufficient to state:
<{Tradename} is not intended for use in adults. Human data on use in pregnancy or
lactation and animal reproduction studies are not available>.
For vaccines to be used in individuals of childbearing age, the section should describe the
available nonclinical and clinical experience.
For inactivated vaccines, it is usual to advise the following:
<As with other inactivated vaccines, harm to the fetus is not anticipated. However,
{Tradename} should only be used during pregnancy when there is a clear risk of infection>.
For live attenuated vaccines it is usual for use to be contra-indicated in pregnancy. However,
if the vaccine is a well known product for which there is reported experience, it may be sufficient to
discourage vaccination during pregnancy unless clearly necessary.
Regarding lactation, in the absence of data, it is usual to state for inactivated vaccines:
<The effect on breastfed infants of administration of {Tradename} to their mothers has not
been studied>.
Recommendations for live attenuated vaccines must be considered on a case-by-case basis.
4.7. Effects on ability to drive and use machines
For vaccines that will be administered only in the pre-pubertal years, it may be sufficient to
state:
<{Tradename} is not intended for use in adults>.
The usual considerations apply regarding statements to be made when the vaccine is
intended for adults.
4.8. Undesirable effects
Some considerations specific to vaccines may include:
a) Details of local and systemic reactions
b) Special notes on certain adverse drug reactions such as fevers, febrile convulsions
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c) adverse drug reactions and adverse drug reaction rates separated according to age group,
number of doses, previous vaccination history, occurring in studies or reported from post-marketing
surveillance
d) Special notes on any increased rate of adverse drug reaction(s) observed on concomitant
administration with other vaccines.
4.9. Overdose
Any experience with overdose should be mentioned. It may be appropriate to mention that
overdose is unlikely due to the mode of presentation (e.g. single dose pre-filled syringe).
5. Pharmacological properties
5.1 Pharmacodynamic properties
This section should briefly summarise (tabulation may be appropriate) the most pertinent
immunological data (using the most relevant parameters) and any estimates of efficacy or
effectiveness considered to be valid (with caveats regarding the population in which these were
measured). As necessary, the data should be broken down by primary series and boosting, by age
group or by other factors, such as immunosuppression.
The section may include details of the established or putative immunological correlate of
protection.
6. Pharmaceutical particulars
6.1. List of Excipients
The excipients should be listed in accordance with these Requirements using the appropriate
common names. As with all excipients, preservatives should be listed qualitatively but not
quantitatively in Section 6.1.
Residues of reagents used in production should not be listed in Section 6.1. Certain residues
such as residues of antibiotic or other antimicrobial agents used in production that are known
allergens with a potential for inducing undesirable effects should, however, be mentioned in Section
4.3.
For vaccines, which are presented in more than one container or in dual-chamber syringes,
the excipients should be listed per container or per chamber.
Abbreviations for excipients should not be used in the Summary of Product Characteristics
or Patient Leaflet. However, where justified by space considerations, abbreviations for excipient
names may appear on the labelling, on condition that these abbreviations are designated in Section
6.1.
Adjuvants and adsorbents should not be listed in Section 6.1. However, if such materials are
present in the vaccine, this section should contain a reference to their appearance in Section 2.
6.2. Incompatibilities
Only pharmaceutical (i.e. physical, chemical or biological) incompatibilities should be stated
in Section 6.2.
The appropriate standard statement viz. <Not applicable>, <ln the absence of compatibility
studies, the vaccine must not be mixed with other medicinal products>, or <The vaccine must not
be mixed with other medicinal products except those mentioned in Section 6.6> should appear.
Pharmacological incompatibilities of the vaccine such as in vivo interactions with other
drugs or with food should not appear in Section 6.2 as they belong in the clinical parts of the
Summary of Product Characteristics.
6.3. Shelf life
The shelf-life declaration(s) should be in accordance with these Requirements and with
related guidance documents, addressing the shelf lives of un-reconstituted and reconstituted
vaccines as necessary.
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6.4. Special precautions for storage
The declaration of the precautions for storage should be in accordance with these
Requirements and with related guidance documents of the Union.
6.5. Nature and contents of container
The declaration of the nature and contents of the container(s) should be in accordance with
these Requirements and with related guidance documents of the Union.
In the case of multidose presentations, the number of doses per vial should be stated.
6.6. Instructions for use, handling <and disposal>
In the case of vaccines intended for reconstitution, the appearance of the product before
reconstitution will be found in Section 3, while the post-reconstitution appearance belongs in 6.6.
For all vaccines, there should also be a direction to examine the appearance of the product
before administration. Additional directions should be added as necessary.
Information necessary for the pharmacist or other health professional to prepare the product
for administration to the vaccinee should appear in 6.6. However, information necessary for the
physician or other health care professional to administer the product to the vaccinee should not
appear in Section 6.6, as this information belongs in the clinical sections of the SmPC.
In the case of live vaccines, there should, as a minimum, be a direction for disposal of
product, materials which have come into contact with the product, and/or waste material, in
accordance with legal provisions of the Union Member States for the proper disposal of such
materials.
In the case of inactivated vaccines, there should, as a minimum, be a direction for safe
disposal in accordance with local legal provisions of the Union Member States.
III. REQUIREMENTS SPECIFIC TO VACCINE LABELLING
These Requirements and templates provide comprehensive guidance on labelling. For
vaccines, the following additional guidance should be taken into account.
1. Outer Packaging
For the statement of active substances, the active substance(s), and the adjuvant/adsorbent, if
present, should be expressed qualitatively, and quantitatively per dose unit, as they appear in
Section 2 of the SmPC, with the exception that, in the case of space limitations, abbreviations for
certain adjuvants or adsorbents, as designated in the SmPC, may be acceptable in special
circumstances.
For multidose presentations, the number of doses in the container(s) should be stated.
Information about the cellular systems used as production substrates may be omitted from the
carton labelling. The word ‘micrograms’ should normally be spelled out as such in the labelling,
with the exception that, in the case of severe space limitations, it may be acceptable to use ‘g’ if
justified and there are no safety concerns.
The list of excipients should appear on the carton labelling and be expressed as in Section
6.1 of the Summary of Product Characteristics. However, where there are space limitations,
abbreviations for certain excipients, as designated in the Summary of Product Characteristics, may
be acceptable.
For cartons containing ancillary items such as swabs, needles etc, carton labels should
include a list of the total contents of the carton.
A full statement of the precautions for disposal of unused product and/or waste material
should appear on the carton labelling, unless space considerations prevent this, in which case a
reference to the appearance of the disposal directions in the Patient Leaflet is sufficient.

8
2. Small immediate packaging
Pharmaceutical form short terms according to the current ‘List of Standard terms’ may be
used in case of space limitation (total text space equals 5 to 10 cm2), but only if consistently used in
all language versions of the label. In cases of severe space limitation (total text space is less than 5
cm2), the pharmaceutical form may be omitted.
3. Peel-off labelling
MA Holders may consider the addition to the immediate packaging of peel-off labels, which
could be used for inserting immunisation details into patient records.
IV. PACKAGE LEAFLET (PL)
The package leaflet should be drawn up in accordance with the Summary of Product
Characteristics, and be written in clear and understandable terms for the user. As in the Summary of
Product Characteristics, abbreviations of terms should not be used, as there are no space limitations
in the leaflet.
The nature of any cellular system(s) used for production, and if relevant the use of
recombinant DNA technology, should be mentioned in the leaflet in a manner consistent with the
SmPC, including the use of the expression such as ‘produced in XXX cells <by recombinant DNA
technology>‘.
Complete information regarding instructions for use, handling and disposal by the user
should be included in the Patient Leaflet.
The word ‘micrograms’ should be used instead of the abbreviation ‘pg’.
Where an adjuvant or adsorbent is present in a vaccine, the leaflet should include the
following or an equivalent statement: ‘Substance-X is included in this vaccine as an
<adjuvant>,<adsorbent>. <Adjuvants> <Adsorbants> are substances included in certain vaccines
to accelerate, improve and/or prolong the protective effects of the vaccine’.
V. LIST OF EXAMPLES
1. Examples of common names for multi-component vaccines
Diphtheria, tetanus and pertussis vaccine (adsorbed).
Diphtheria, tetanus and pertussis (acellular, component) vaccine (adsorbed).
Diphtheria, tetanus, pertussis (acellular, component) and hepatitis В (rDNA) vaccine
(adsorbed).
Hepatitis A (inactivated) and hepatitis В (rDNA) vaccine (adsorbed).
Diphtheria, tetanus, pertussis (acellular, component) and haemophilus type b conjugate
vaccine (adsorbed).
Diphtheria, tetanus, pertussis (acellular, component), hepatitis В (rDNA) and poliomyelitis
(inactivated) vaccine (adsorbed).
Diphtheria, tetanus, pertussis (acellular, component), hepatitis В (rDNA), poliomyelitis
(inactivated) and Haemophilus type b conjugate vaccine (adsorbed).
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2. Examples of how to present Section 2 (Qualitative and Quantitative Composition)
of the Summary of Product Characteristics
Diphtheria, tetanus, pertussis and hepatitis В (rDNA) vaccine (adsorbed)
1 dose (0.5 ml) contains:
Diphtheria toxoid1 not less than x 1U
Tetanus toxoid1 not less than x 1U
Bordetella pertussis1 <strain/agglutinogen type> (inactivated) not less than x 1U
Hepatitis В surface antigen2,3 x µg
1

Adsorbed on aluminium hydroxide, hydrated (x mg Al).
Produced in yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.
3
Adsorbed on aluminium phosphate (x mg Al).
2

For excipients, see 6.1
Hepatitis A (inactivated') and hepatitis В (rDNA) vaccine (adsorbed)
1 dose (1 ml) contains:
Hepatitis A virus <strain> (inactivated)1,2 x ELISA Units
Hepatitis В surface antigen3,4 x μg
1

Produced on human diploid (MRC-5) cells.
Adsorbed on aluminium hydroxide, hydrated (x mg Al).
3
Produced in yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.
4
Adsorbed on aluminium phosphate (x mg Al).
2

For excipients, see 6.1.
Haemophilus type b conjugate and hepatitis В (rDNA) vaccine
1 dose (0.5 ml) contains:
Haemophilus type b polysaccharide
(polyribosylribitol phosphate) x μg conjugated to Neisseria meningitidis serogroup В
<strain> y-z μg
outer membrane protein complex as carrier
Hepatitis В surface antigen1,2 x μg
1
2

Produced in recombinant yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.
Adsorbed от aluminium hydroxide, hydrated (x mg Al).

For excipients, see 6.1
Rotavirus vaccine
After reconstitution, 1 dose (2.5 ml) contains:
Reassortant rhesus/human rotavirus serotype l (live, attenuated) x 105pfu1
Reassortant rhesus/human rotavirus serotype 2 (live, attenuated) x 105 pfu1
Reassortant rhesus/human rotavirus serotype 42 (live, attenuated) x 105 pfu1
Rhesus rotavirus serotype 3 (live, attenuated) x 105 pfu1
1

Plaque-forming units

For excipients, see 6.1
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Diphtheria, tetanus, pertussis (acellular. component), hepatitis В (rDNA), poliomyelitis
(inactivated) and Haemophilus type b conjugate vaccine (adsorbed)
After reconstitution, 1 dose (0.5 ml) contains:
Originally contained in the suspension:
Diphtheria toxoid1 not less than x 1U
Tetanus toxoid1 not less than x 1U
Bordetella pertussis
Pertussis toxoid1 x μg
Filamentous haemagglutinin1 x μg
Pertactin1 x μg
Hepatitis В surface antigen 2,3 x μg
Poliovirus (inactivated)
type 1 < strain> x D-antigen unit
type 2 <strain> x D-antigen unit
type 3 <strain> x D-antigen unit
Originally contained in the powder:
Haemophilus (polyribosylribitol phosphate)3 x μg
conjugated to tetanus toxoid as carrier protein y-z μg
1

Adsorbed on aluminium hydroxide, hydrated (x milligrams Al).
Produces in recombinant yeast cells (Saccharomyces cerevisiae) by recombinant DNA technology.
3
Adsorbed on aluminium phosphate (x milligrams Al).
2

For excipients, see 6.1.
Hepatitis В vaccine (rDNA)
1 dose (1.0 ml) contains:
Hepatitis В surface antigens (S, pre-Sl, and pre-S2 protein monomers)1,2 x pμ
1
2

Produced in murine (C127I) cells by recombinant DNA technology.
Adsorbed on aluminium oxide, hydrated (x mg Al).

For excipients, see 6.1.
Measles, mumps and rubella vaccine (live)
After reconstitution, 1 dose (0.5 ml) contains:
Measles virus1 <strain> (live, attenuated) not less than 1 x 103 ССШ502
Mumps virus1 <strain> (live, attenuated) not less than 5 x 103 ССШ502
Rubella virus1 <strain> (live, attenuated) not less than 1 x 103 ССШ502
1
2

produced on < cellular system used for production> cells.
The statistically determined quantity of virus expected to infect 50 per cent of a cell culture.

For excipients, see 6.1.
Pneumococcal polysaccharide vaccine (heptavalent. adsorbed)
1 dose (0.5 ml) contains:
Streptococcus pneumoniae serotype 4, polysaccharide1 x μg
Streptococcus pneumoniae serotype 6B, polysaccharide1 x μg
Streptococcus pneumoniae serotype 9V, polysaccharide1 x μg
Streptococcus pneumoniae serotype 14, polysaccharide1 x μg
Streptococcus pneumoniae serotype 18C, polysaccharide1 x μg
Streptococcus pneumoniae serotype 19F, polysaccharide1 x μg
Streptococcus pneumoniae serotype 23F, polysaccharide1 x μg
1

Conjugated to CRM197 protein as a carrier (total y-z pg per dose), and adsorbed on aluminium hydroxide, hydrated (total
0.5 mg A1 per dose).

For excipients, see 6.1.
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3. Examples of entries under SPC 6.5 Nature and Contents of Container
Example 1
0.5 ml suspension in pre-filled syringe (Type I glass) with plunger stopper (chlorobutyl
rubber) with or without needle in pack sizes of 5 or 10.
Not all pack sizes may be marketed.
Example 2
1.0 ml suspension in a vial (type I glass) with stopper (chlorobutyl rubber) with needle, in a
pack size of 1.
Example 3
0.5 ml suspension and 0.5 ml of solution in prefilled syringe (Type I glass) with dual
chambers, a plunger stopper (chlorobromobutyl rubber blend), a tip cap (bromobutyl rubber) and a
by-pass stopper (bromobutyl rubber), in a pack size of 1.
Example 4
10ml (20 x 0.5ml doses) suspension in a vial (Type I glass) with stopper (bromobutyl
rubber), in a pack size of 1.

APPENDIX 4
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products for
human use

GUIDANCE
on dictionaries to be used for description of adverse reactions
in the Medication Guide and Summary of Product Characteristics
for a medicinal product for human use
All Adverse Drug Reactions should be grouped according to the following order based on
system organ classes (SOC).
A pragmatic approach to the location of terms should be taken in order to make the
identification of adverse reactions simpler and clinically appropriate for the reader. For example, it
may be helpful on some occasions - solely in the context of the SmPC - to use secondary SOC
locations of some Preferred Terms (PT). For example, if the PT ‘Liver function test abnormal’,
‘Hepatitis’ and ‘Hepatic encephalopathy’ are to be included in an Summary of Product
Characteristics, it would be acceptable to include them all under the SOC ‘Hepatobiliary disorders'
instead of distributing the reactions among the SOCs ‘Hepatobiliary disorders', ‘Nervous system
disorders' and ‘Investigations'.
SOC List
Infections and infestations
Neoplasms benign, malignant and unspecified (including cysts and polyps)
Blood and lymphatic system disorders
Immune system disorders
Endocrine disorders
Metabolism and nutrition disorders
Psychiatric disorders
Nervous system disorders
Eye disorders
Ear and labyrinth disorders
Cardiac disorders
Vascular disorders
Respiratory, thoracic and mediastinal disorders
Gastrointestinal disorders
Hepatobiliary disorders
Skin and subcutaneous tissue disorders
Musculoskeletal and connective tissue disorders
Renal and urinary disorders
Pregnancy, puerperium and perinatal conditions
Reproductive system and breast disorders
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Congenital, familial and genetic disorders
General disorders and administration site conditions
Investigations
Injury, poisoning and procedural complications
Surgical and medical procedures
Social circumstances
Adverse reaction descriptions should be based on the most suitable term. This will usually
be at the PT level, although there may be instances where the use of Lowest Level Terms (LLT) or
group terms, such as high-level terms (HLT) may be appropriate. It is acceptable to adapt the names
group terms if this makes their meaning more transparent to the reader of the Summary of Product
Characteristics; e.g. the use of the suffixes NEC and NOS are not appropriate for inclusion in the
Summary of Product Characteristics.
The adverse reaction term should be expressed in natural word order, e.g. ‘Interstitial
pneumonia’ in preference to ‘Pneumonia interstitial’. It may be appropriate to modify terms in other
ways in the interests of comprehensibility. The most widely recognised term for a particular
condition should be used, e.g. the use of ‘Churg Strauss syndrome’ might be more appropriate than
the use of ‘Allergic granulomatous angiitis’.
Within each SOC, adverse reactions should be classified according to their frequency of
occurrence. Prior to estimating frequency of occurrence of adverse events from systematic studies
(clinical trials or other sources), appropriate levels of the hierarchy should be used in order to group
together clinically related conditions in a meaningful way. For example, if ‘postural dizziness’,
‘exertional dizziness’ and ‘unspecified dizziness’ were each reported by 2% of patients, this might
reasonably be represented in the SmPC as ‘Dizziness’ occurring in 6% of patients (assuming that
only one report of dizziness applied to each patient).
It may also be appropriate to use ad hoc groupings of terms, or to adapt group terms if the
established group terms are not completely suitable, e.g. reports of adverse reactions represented as
‘Diarrhoea’, ‘Diarrhoea aggravated’, ‘Loose stools’, ‘Stools watery’, ‘Intestinal hypermotility’ or
other might all reasonably be represented as the single term ‘Diarrhoea’ in the interest of making
the SmPC relevant and comprehensible to patients. The total number of those cases should be used
to estimate the frequency of diarrhoea.

APPENDIX 5
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products for
human use

EXAMPLES
of Statements for Use in Section 4.6 'Pregnancy And Lactation'
of the Summary of Product Characteristics
In these Examples, the following bracket conventions are used:
{text} - Information to be filled in based on formulation or properties of a medicinal
product.
<text> - Text to be selected or deleted as appropriate to a medicinal product.
[text] Guidance and explanatory notes only.
1. Subsection ‘Pregnancy’
Example 1
[1]<Based on human experience [specify] {Active substance} causes <congenital
malformations [specify] when administered during pregnancy.> [or] <harmful pharmacological
effects during pregnancy and/or on the fetus/newborn child.>
{Trade name} is contraindicated <during pregnancy><during {trimester} of pregnancy>
[this case is a strict contraindication] (see section 4.3).
<Women of childbearing potential have to use effective contraception <during <and up to
{number} weeks after> treatment.>>
Example 2
[2] <Based on human experience [specify] {Active substance} is suggested / suspected to
cause congenital malformations [specify] when administered during pregnancy.
a) <Studies in animals have shown reproductive toxicity (see section 5.3).>
[or]
b) <Animal studies are insufficient with respect to reproductive toxicity (see section 5.3).>
{Trade name} should not be used <during pregnancy><during {trimester} of pregnancy>
unless the clinical condition of the woman requires treatment with {Active substance}.
<Women of childbearing potential have to use effective contraception <during <and up to
{number} weeks after> treatment.>>
Example 3
[3] <Based on human experience [specify] {Active substance} is suggested / suspected to
cause congenital malformations [specify] when administered during pregnancy.
Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity (see section 5.3).>
{Trade name} should not be used<during pregnancy><during {trimester} of pregnancy>
unless the clinical condition of the woman requires treatment with {Active substance}.
<Women of childbearing potential have to use effective contraception <during <and up to
{number} weeks after)> treatment.>>
Example 4
[4] <There are no or limited amount of data from the use of {Active substance} in pregnant
women.
a) <Studies in animals have shown reproductive toxicity (see section 5.3).>
[or]
b) <Animal studies are insufficient with respect to reproductive toxicity (see section 5.3).>
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{Trade name} is not recommended <during pregnancy><during {trimester} of pregnancy>
and in women of childbearing potential not using contraception.>
Example 5
[5] <There are no or limited amount of data (less than 300 pregnancy outcomes) from the
use of {Active substance} in pregnant women.
Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity (see section 5.3).>
As a precautionary measure, it is preferable to avoid the use of {Trade name} <during
pregnancy> <during {trimester} of pregnancy>. >
Example 6
[6] <A moderate amount of data on pregnant women (between 300-1000 pregnancy
outcomes) indicate no malformative or feto/ neonatal toxicity of {Active substance}.
a) <Animal studies have shown reproductive toxicity (see section 5.3).>
[or]
b) <Animal studies are insufficient with respect to reproductive toxicity (see section 5.3).>
As a precautionary measure, it is preferable to avoid the use of {trade name} <during
pregnancy > <during {trimester} of pregnancy.>
Example 7
[7] <A moderate amount of data on pregnant women (between 300-1000 pregnancy
outcomes) indicate no malformative or feto/ neonatal toxicity of {Active substance}.>
Animal studies do not indicate reproductive toxicity (see section 5.3).
The use of {trade name} may be considered <during pregnancy><during {trimester} of
pregnancy>, if necessary.
Example 8
[8] <A large amount of data on pregnant women (more than 1000 pregnancy outcomes)
indicate no malformative nor feto/ neonatal toxicity of {Active substance}.>
{Trade name} can be used <during pregnancy><during {trimester} of pregnancy> if
clinically needed.
Example 9
[9] <No effects during pregnancy are anticipated, since systemic exposure to {Active
substance} is negligible.>
{Trade name} can be used during pregnancy. [E.g. medicinal products for which negligible
systemic exposure/negligible pharmacodynamic systemic activity has been demonstrated in clinical
situation]
2. Subsection ‘Lactation’
Example 1
[1] <{Active substance}/metabolites are excreted in human milk and effects have been
shown in breastfed newborns/infants of treated women.>
[or]
<{Active substance}/metabolites have been identified in breastfed newborns/infants of
treated women. <The effect of {Active substance} on newborns/infants is unknown.>
[or] <There is insufficient information on the effects of {Active substance} in
newborns/infants.>>
[or]
<{Active substance}/metabolites are excreted in human milk to such an extent that effects on
the breastfed newborns/infants are likely.>
<{Trade name}<is contraindicated during breast-feeding (see section 4.3)> [or] <should
not be used during breast-feeding>.>
[or]
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<Breast-feeding should be discontinued during treatment with {Trade name}.>
[or]
<A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from {Trade name} therapy taking into account the benefit of breast feeding for the child and the
benefit of therapy for the woman.>
Example 2
[2] <It is unknown whether {Active substance}/metabolites are excreted in human milk.>
[or]
<There is insufficient information on the excretion of {Active substance}/metabolites in
human milk.>
[or]
<There is insufficient information on the excretion of {Active substance}/metabolites in
animal milk.>
[or]
<Available pharmacodynamic/toxicological data in animals have shown excretion of
{Active substance}/metabolites in milk (for details see 5.3).>
[or]
<Physico-chemical data suggest excretion of {Active substance}/metabolites in human
milk.>
A risk to the newborns/infants cannot be excluded.
<{Trade name} <is contraindicated during breast-feeding (see section 4.3)> [or] <should
not be used during breast-feeding>.>
[or]
<Breast-feeding should be discontinued during treatment with {Trade name}.>
[or]
<A decision must be made whether to discontinue breast-feeding or to discontinue/abstain
from {Trade name} therapy taking into account the benefit of breast feeding for the child and the
benefit of therapy for the woman.>
Example 3
[3] <No effects of {Active substance} have been shown in breastfed newborns/infants of
treated mothers.>
[or]
<No effects on the breastfed newborn/infant are anticipated since the systemic exposure of
the breast-feeding woman to {Active substance} is negligible.>
[or]
<{Active substance}/metabolites have not been identified in plasma of breastfed
newborns/infants of treated mothers.>
[or]
<{Active substance}/metabolites are not excreted in human milk.>
[or]
<{Active substance}/metabolites are excreted in human milk, but at therapeutic doses of
{Trade name} no effects on the breastfed newborns/infants are anticipated.>
{Trade name} can be used during breast-feeding.
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STANDARD STATEMENTS
for declaration of storage conditions of medicinal products
<Do not store above <25°C> <30°C>> or <Store below <25°C> <30°C>>
<Store in a refrigerator (2°C – 8°C)>
<Store and transport refrigerated (2°C – 8°C)>*
<Store in a freezer [temperature range]>
<Store and transport frozen [temperature range]>**
<Do not <refrigerate> <or> <freeze>>
<Store in the original <package>>****
<Keep the [container]*** tightly closed>****
<Keep the [container]*** in the outer carton>****
<This medicinal product does not require any special storage conditions>
<This medicinal product does not require any special temperature
conditions>*****
<in order to protect from <light> <moisture>>

storage

Notes:
In these Standard Statements, the following bracket conventions are used:
[text] information to be filled in based on formulation or properties of a medicinal product
<text> - Text to be selected or deleted as appropriate to a medicinal product
* The stability data generated at 25C/60%RH (ACC) should be taken into account when deciding whether or
not transport under refrigeration is necessary. The statement should only be used in exceptional cases.
** The statement should be used only when based on stability studies the appropriate decision was made.
*** The actual name of the container should be used (e.g. bottle, blister, etc.)
**** It should be specified if the product is sensitive to light and/or moisture.
***** Depending on the pharmaceutical form and the properties of the product, there may be a risk of
deterioration due to physical changes if subjected to low temperatures. Low temperatures may also have an effect on the
packaging in certain cases. An additional statement may be necessary to take account of this possibility.
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REQUIREMENTS
for maximum shelf-life for sterile products for human use
after first opening or following reconstitution
1. General statement:
This Document applies to all sterile products for human use, with the exception of
Radiopharmaceuticals and extemporaneously prepared or modified preparations.
Because it is difficult to predict all the possible conditions under which the product will be
opened, diluted, reconstituted and stored, etc., the user is responsible for maintaining the quality of
the product that is administered to the patient. In order to help the user in this responsibility, the
applicant should conduct appropriate studies and provide the relevant information in the User
Information Texts, (e.g. SmPC, Package Leaflet, labels) following the examples given in italics
below.
The applicant should also take note of the recommendations contained in the Union
Pharmacopoeia, with respect to storage times and conditions for specific categories of sterile
products, once opened.
This guidance relates to the time between opening the product and time of administration to
the patient; it takes no account of the duration of the administration process itself.
2. Unpreserved sterile products
2.1 General
<Chemical and physical in-use stability has been demonstrated for x hours/days at y °С.>
<From a microbiological point of view, unless the method of opening/reconstitution/dilution
precludes the risk of microbial contamination, the product should be used immediately.>
<If not used immediately, in-use storage times and conditions are the responsibility of the
user.>
2.2. Specific text for Preparations for Infusion or Injection
<Chemical and physical in-use stability has been demonstrated for x hours/days at y °С.>
<From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 to 8 °С, unless reconstitution / dilution (etc) has
taken place in controlled and validated aseptic conditions.>
2.3 Aqueous preserved sterile products (including antimicrobial preservatives or
intrinsically self-preserving). Non-aqueous, e.g. oily preparations
<Chemical and physical in use stability has been demonstrated for x hours/days at y °С.>
<From a microbiological point of view, once opened, the product may be stored for a
maximum of z days at t °С. Other in-use storage times and conditions are the responsibility of the
user.>
The applicant should justify the values of z and t on a case by case basis; z should not
normally be greater than 28 days.
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RULES
for Combined Summaries of Product Characteristics
and Patient Leaflets for Different Strengths
1. Criteria for combined SmPCs for several strengths
In order to simplify the handling and review of product information annexes, it is
recommended to use combined SmPCs throughout the evaluation and after the adoption of the
opinion for different strengths of the same pharmaceutical form for all languages. The SmPCs must
be fully identical to the exclusion of minor strength-specific details, e.g. if the indications are
different for the different strengths, the SmPCs cannot be combined.
In case of combined terms, only the primary pharmaceutical form should be considered, e.g.
solution for injection in vial and solution for injection in pre-filled syringe can be combined.
Different pharmaceutical forms will always be presented in separate SmPCs.
As a general rule, combined SmPCs should be used for initial Marketing Authorisation
Applications.
2. Implementation
These Rules are reflected in recommendations on the SmPC template (Appendix 11 to these
Requirements).
2.1. For initial Marketing Authorisation Applications: applicants are encouraged to use
combined SmPCs.
2.2. For existing Marketing Authorisations: Marketing Authorisation Holders are
encouraged to take the opportunity of the following procedures to combine the SmPC:
Renewal
Line Extension
Type IB and II variations affecting the Annexes to product information.
3. Presentation of combined SmPCs (see example below)
Subheadings have to be included under each of the sections where information specific to
the different strengths can be provided.
The subheading should be underlined and should specify the name of the product, the
strength(s) it applies to and the pharmaceutical form (e.g. X 5 mg tablet, X 10 mg tablet, etc.).
Some line spacing should be inserted after the strength specific information to clearly indicate
where the latter stops and where the common information starts again.
No subheading is required in Section 1 'Name of the medicinal product'.
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Example
1. NAME OF THE MEDICINAL PRODUCT
[Trade name] X 5 mg tablets
[Trade name] X 10 mg tablets
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
[Trade name] X 5 mg tablets
Each tablet contains 5 mg of Z.
[Trade name] X 10 mg tablets
Each tablet contains 10 mg of Z.
For the full list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM
Tablet
[Trade name] X 5 mg tablets
White to slightly yellow tablets engraved with "5" on one side and "Y" on the other.
[Trade name] X 10 mg tablets
White to slightly yellow tablets engraved with "10"on one side and "Y" on the other.
The following sections can include different information for the purpose of combined
SmPCs:
4. CLINICAL PARTICULARS
(4.2. Posology and method of administration)
6. PHARMACEUTICAL PARTICULARS
(6.1. List of excipients)
(6.3. Shelf life)
(6.5 Nature and contents of container <and special equipment for use, administration or
implantation>)
(6.6 Special precautions for disposal and other handling)
8. MARKETING AUTHORISATION NUMBER(S)
9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
4. Combined package leaflet
The process to request a combined PL is a separate one, independent from the use of a
combined SmPC. Therefore, combined SmPCs can be used if the relevant criteria are met even if a
combined PL has not been accepted.
An applicant can apply for a combined printed PL for more than one strength of the same
pharmaceutical form. A combined PL can be acceptable if the following three conditions are met:
a) The posology in the SmPC/PL foresees at least two dosages (e.g. titration phase, dose
adjustment based on clinical response or for special populations);
b) The PLs are fully identical to the exclusion of minor strength-specific details, and
c) The proposed combined PL does not cause any confusion or risk of misuse for the patient
or user.
In order to request a combined PL, the applicant has to include a justification/rationale as
part of the application for a Marketing Authorisation, a Renewal, a Variation. The request will be
discussed within the assessment and a decision will be made on a case-by-case basis.
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RECOMMENDATIONS
on the expression of strength (active substance quantity)
in the name of medicinal products
1. General considerations
A medicinal product to be labelled as “(trade) name + strength + pharmaceutical form”. This
is considered to be the full name of the product, therefore wherever in this document reference is
made to “name”, it is understood to mean the full name of the product containing the three
elements. The active substance is required to be indicated immediately below the full name.
According to paragragh 1 of the Section III of the Requirements for the Medication Guide
and Summary of Product Characteristics of medicinal products for human use, the strength in the
name of a product is the quantity of the active substance which is relevant for the correct
identification and use of the product.
In addition, it should be consistent with the information given in section 2 and section 4.2 of
the Summary of Product Characteristics (hereinafter referred to as the SmPC).
The quantity of an active substance per unit mass or volume of a medicinal product is also
known as concentration and is used mainly for non-unit-dose medicinal products.
For some types of pharmaceutical forms, the strength is expressed based on the amount of
an active substance released from the pharmaceutical form per time unit.
Consequently, the purpose of the strength in the name of a product is to give the most
relevant information regarding the content of the product in view of its use, easy identification and
distinction from other presentations, and prescription by the physician, also taking into account
other aspects of the medication management process.
The strength expression should be based on user/prescription criteria, rather than on
quality/analytical criteria.
The level of detail may therefore be different between section 1 and section 2 of the SmPC,
and it may often not be necessary to include certain ‘redundant’ information in the strength in
section 1 which can be found in other, more technical sections in the SmPC/labelling. Where for
instance strength in the name will reflect the total quantity of active substance in the container only,
other sections in the SmPC/labelling will have to contain a clear reference to the total volume and
also to the concentration per unit of volume. Similarly, where strength in the name is expressed as a
concentration per unit volume, other sections in the SmPC/labelling will have to clearly mention the
total quantity of active substance and total volume of the product.
The accurate reflection of these key elements on the proposed labelling and packaging
material by the applicant will be a key aspect during the mock-up and specimen review with the aim
to reduce the risk of medication errors. The design applied by the pharmaceutical company should
ensure the prominent and unambiguous identification of the key information for the correct use of
the product.
The strength/concentration should normally be expressed for medicinal products containing
one, two, or three components. In some cases, the strength/concentration for medicinal products
with four or five components may be expressed.
The strength/concentration of medicinal products should be expressed on the primary and
secondary packaging, and included in the information on the medicinal product presented to
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patients and healthcare professionals in the Medication Guide, official and reference publications,
and electronic information systems.
These Recommendations intended not only in order to achieve harmonisation across similar
medicinal products and pharmaceutical forms, but especially in order to make improvements to
medicines labelling to ensure the correct and safe use of medicines and minimise medication errors.
The recommendations apply only to the determination of the strength in the name of
medicinal products and do not automatically affect other regulatory decisions (e.g. policies
regarding the system of issuing authorisation numbers, fees calculation, classification of extension
versus variation applications, etc.).
2. Recommendations on the expression of strength in the name of medicinal products
The most appropriate ‘strength’ in the name of a medicinal product will have to be taken on
a case-by-case basis.
In addition to the factors mentioned in point 1 above, there are some additional factors that
may have to be considered for the correct determination of the most appropriate ‘strength’, e.g. the
strength used on the labelling of investigational medicinal products in clinical trials1 or the
presence of a measuring device. Where a suitable measuring device is included in the pack and
there is a single or multiple fixed dose to be administered by means of the device, its impact on the
expression of strength should be taken into account.
2.1. For expression of the strength/concentration, the following abbreviations of units
of measurement are used:
g - gram
mg - milligram
g - microgram
ml - milliliter
For expression of the strength, potency units referred to in subparagraph 1.1 of Section III of
the Requirements for the Medication Guide and Summary of Product Characteristics of medicinal
products for human use might be used.
When expressing the strengths, the name of the dosage unit should not be given. For
example, 200 mg, not 200 mg/tablet, and 20 IU, not 20 IU/vial.
2.2. Quantitative expression of strength/concentration
2.2.1. When expressing the strength/concentration, its numerical value should be expressed
in a rational form, which is achieved by choosing the appropriate units of measurement or the
appropriate prefixes to form decimal numbers and fractional units for measurement.
2.2.2. When expressing the strength/concentration, the units of measurement that allow
using whole numbers, not fractions, or whole number with first- and second-order fractional units
should be used. For example, 50 μg, not 0.05 mg; 200 mg, and not 0.2 g; 1.5 mg, not 0.0015 g.
2.2.3. When expressing the strength/concentration, the units of measurement that avoid
numbers containing more than three digits (1,000 or higher) should be used. For example, 1.5 g, not
1500 mg, and 5 mg, not 5000 μg.
Where the strength is not expressed in terms of mass, in particular, when it is in IUs or other
units, the acronyms ‘M’ and ‘bn’ shall be considered acceptable on the packaging ― for example, 5
M IU, however, these should not be used in the SmPC or PL.
2.2.4. Where a medicinal product having a single name and the same pharmaceutical form
but with different amount of active substance is manufactured, the strengths shall be expressed in
the same units for the whole product line.
For example, 0.75 g, 1 g, and 1.5 g, not 750 mg, 1 g and 1.5 g; and 250 mg, 500 mg, and
1000 mg, not 250 mg, 500 mg and 1 g.
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2.2.5. When esters, salts, solvates are used as active substances, the active substance content
shall be indicated as equivalent to the active moiety (acid, base, anhydrous, or dry matter). For
example, when ketotifen fumarate is used as an active substance, the content of active substance
shall be indicated as equivalent to ketotifen.
When the salts and esters used differ in pharmacological action, it is the strength might be
expressed as equivalent to the entire molecule of the active substance (for example, benzylpenicillin
sodium salt).
2.2.6. For formulations containing two active substances, the content of each of the two
active substances should be expressed using a sign and the same measurement units, for example
‘25 mg/50 mg’.
For formulations containing more than two active substances, the content of each of the
active substances should be expressed sequentially in an order corresponding to the ususal name,
using the ‘+’ or ‘/’ sign. For example:
‘Amlodipine + Valsartan + Hydrochlorothiazide’ – ‘5 mg + 160 mg + 12.5 mg’, where 5 mg
is the content of amlodipine, 160 mg is the content of valsartan, and 12.5 mg is the content of
hydrochlorothiazide;
Amlodipine / Valsartan / Hydrochlorothiazide – 5 mg / 160 mg / 12.5 mg, where 5 mg is the
content of amlodipine, 160 mg is the content of valsartan, and 12.5 mg is the content of
hydrochlorothiazide.
In addition, the same measurement units should be used to express the content of each of the
active substances (in case it is expressed in mass units).
2.3. Expressing concentrations of medicinal products
2.3.1. To express the concentration for a combination, the measurement unit ratios used are
given in subparagraph 2.1 of these Recommendations:
g/ml
mg/ml
µg/ml
mg/g
µg/g
µg/mg
IU/ml
IU/g
IU/mg
2.3.2 The expression of strength as a percentage should not be used, except when it concerns
authorised medicinal products (or a new strength of such product) for which the strength has
traditionally been expressed in such a way, in particular, infusion and injection solutions: isotonic
sodium chloride solutions, and glucose and albumin solutions. The percentage symbol ‘%’ might be
used in the following cases:
m/m expressing the number of grams of active substance per 100 grams of the medicinal
product;
m/v expressing the number of grams of active substance in 100 millilitres of the medicinal
product;
v/v, number of millilitres of the active substance in 100 millilitres of the medicinal product.
2.3.3. When expressing the concentration of an active substance in the medicinal product as
a unit of mass or volume, the figure ‘1’ should not be indicated. For example, 200 IU/ml not 200
IU/1 ml.
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2.3.4. Expressing the content of the medicinal product active substance in a different amount
of mass or volume is allowed if the amount of medicine is indicated along with that, for example
200 IU/0.5 ml.
2.3.5. For formulations containing more than two active substances, the concentration
should be expressed taking into account subparagraph 2.2.6 of these Recommendations, for
example (25 mg/50 mg)/5 ml or (25 mg + 50 mg)/5 ml.
The variables used in the table to reflect the different scenarios are defined as follows: x
mg/ml = concentration; z mg = total active substance; y ml = total volume; z mg/y ml = total active
substance per total volume.

Pharmaceutical form

Container1

Solid unit-dose
preparations (e.g.
tablets, capsules)
Solid preparations
(e.g. granules)
Semi-solid
preparations (e.g. oral
paste, gel)
Semi-solid
preparations (e.g. oral
paste, gel)
Liquid preparations
(e.g. ampoule, sachet)
Liquid preparations
(e.g. oral solution)
Powders/granules for
liquid preparations
Powders/granules for
liquid preparations

Single dose

Liquid preparations

Liquid preparations
Powders for liquid
preparations6

Concentrates

Concentrates

Multi-dose
Single dose

Multi-dose

Single dose

Preferred strength in
the name2
Oral preparations
Amount per unit dose

Format3
z mg

Amount per unit
weight
Total amount in the
container

x mg/g

Amount per unit
weight

x mg/g

Total amount in the
container
Multi-dose
Amount per unit
volume
Single dose
Total amount in the
container
Multi-dose
Amount per unit
volume after
reconstitution
Parenteral preparations
Single dose (in cases
Total amount in the
of ‘total’ use4)
container
Single dose (in cases
Amount per unit
of ‘partial’ use4)
volume
Multi-dose
Amount per unit
volume
Single dose
Total amount in the
container
Multi-dose
Amount per unit
volume after
reconstitution
Single dose (in cases
Total amount in the
4
of ‘total’ use )
container
Single dose (in cases
Amount per unit
4
of ‘partial’ use )
volume before dilution
Multi-dose
Amount per unit

z mg

z mg
x mg/ml
z mg
x mg/ml

z mg5
x mg/ml5
x mg/ml
z mg
x mg/ml
z mg5
x mg/ml5
x mg/ml

5
volume before dilution
Implants
Implants
Total amount in
z mg
implant
Cutaneous, transdermal (according to standard terms),
rectal, vaginal, oromucosal and gingival preparations
Solid preparations
Single dose
Amount per unit dose z mg
(e.g. suppository,
tablet, capsule)
Solid preparations
(e.g. powder)
Transdermal
preparations for
systemic use (e.g.
transdermal patch)

Multi-dose

Transdermal
preparations for local
use (e.g. transdermal
patch)
Semi-solid
preparations (e.g.
cream, gel, ointment)
Liquid preparations
Liquid preparations

Inhalation products
(e.g. hard capsules,
pressurised products,
gases)
Nebuliser solution/
suspension/emulsion
Nebuliser solution/
suspension/emulsion
Liquid preparations
Semi-solid
preparations (e.g.
ointment)
1

Amount per unit
weight
Nominal amount
released per unit time

x mg/g

Single dose

Total amount in the
patch

z mg

Single dose Multidose

Amount per unit
weight

x mg/g

Single dose

Single dose

x mg/y h

Total amount in the
container
Multi-dose
Amount per unit
volume
Preparations for inhalation
Single dose MultiAmount per delivered
dose
dose

z mg

Single dose

z mg

Total amount in the
container
Multi-dose
Amount per unit
volume
Eye, ear and nose preparations
Single dose MultiAmount per unit
dose
volume
Single dose MultiAmount per unit
dose
weight

x mg/ml

x mg/dose

x mg/ml

x mg/ml
x mg/g

A single dose container holds a quantity of the preparation intended for total or partial use on one occasion only. A
multi-dose container holds a quantity of the preparation suitable for two or more doses.
2
Amount of active substance or moiety, as appropriate.
3
Besides strength/concentration expression conventions given in the Table, other acceptable units might be used to
express strength/concentration.
4
Total use: when the amount of active substance in the individual container is given in total as a single administration.
Partial use: when the dose to be administered is calculated on an individual patient basis (in mg/kg bodyweight, in
mg/m2) and any unused portion of the preparation is to be discarded.
5
Where the concentration is included as the ‘strength’ in the name of the medicinal product, the total content per total
volume must also be prominently displayed on the packaging. Where the total quantity of active substance in the
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container is included as the ‘strength’ in the name of the medicinal product, the total volume or total content per total
volume and concentration must also be displayed on the packaging. Where the total quantity per total volume is
included as the ‘strength’ in the name of the medicinal product, the concentration must also be displayed on the
packaging.
6
Where a unique recommendation exists regarding the volume for reconstitution, the strength may alternatively be
expressed as total amount per total volume after reconstitution “z mg/y ml”.

2.4. Special cases for expressing the strength/concentration.
2.4.1. The strength of medicinal products for oral administration in multidose packages which
reconstituted before use should be expressed pertaining to the method of administration. For
example, ‘powder for suspension for ingestion 4 mg/ml’ is, in the absence of a dosage delivery
device, ‘powder for suspension for ingestion 20 mg/5 ml’ when presented with a dosage delivery
device.
2.4.2. For radiopharmaceutical products, the total radioactivity should be expressed as the
radioactivity of the nuclide in becquerels (GBq, MBq, kBq) for the dosage unit (for dose-unit
products) or as the radioactive concentration expressed by nuclide radioactivity in becquerels (GBq,
MBq, kBq) in a primary packaging unit (for non-dose-unit products).
2.4.3. The strength/concentration is not expressed for the following medicinal products:
pharmaceutical form: ‘medical gas’, ‘oil’, ‘liquid’;
in the form of packaged herbal substances and intended for the preparation of aqueous
extracts;
complex saline solutions for injection by infusion;
homeopathic medicinal products;
multivitamin preparations and preparations containing multivitamins in combination with
mineral components, etc.
2.4.5. The packaging/labelling of liquid medicinal products meant for injection may have the
concentration indicated of the active substance in 1 ml, in addition to the strength. For packaging
contents with a volume of less than 1 ml, it is permitted to indicate the active substance content in
the packaging’s total volume, for example, 12.5 mg/0.625 ml. If the medicinal product prescription
depends on its concentration in percentage terms, it is also possible to indicate the active substance
content in the packaging’s total volume, for example, 1% (100 mg/10 ml).
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SAMPLE
Patient Leaflet for a Homeopathic Medicinal Product
Subject to Simplified Registration
In this sample Patient Leaflet, the homeopathic medicinal product is designated as
XXXX®
Patient Leaflet inserted in the medicinal product pack.
Patient Leaflet: patient information on XXXX®
Tablets
Adults use only
Please read all of this leaflet carefully before taking this medicine, it contains important
information.
This homeopathic medicinal product is OTC product. To achieve best possible results, please
follow directions provided in this Leaflet.
• Please keep this leaflet; you might need to read it again
• Talk to your prescribing doctor or pharmacist for additional information or consultation
• If symptoms worsen or if symptoms do not improve after 2 weeks, consult your doctor
immediately.
• Where any side effect becomes serious or you have noticed any side effects not listed in this
Patient Leaflet, please talk to your doctor or pharmacist.

The following information is provided in this Patient Leaflet:
1. What XXXX® is and what it is used for
2. What you need to know before you take XXXX®
3. How to use XXXX®
4. Possible side effects
5. How to store XXXX®
6. More detailed information
1. WHAT XXXX®IS AND WHAT IT IS USED FOR
Area of use
A homeopathic medicinal product without approved therapeutic indications, have wellestablished use for the relief of menopausal symptoms, hot flashes, hyperhidrosis, palpitation,
internal anxiety and insomnia.
The efficacy of this homeopathic medicinal product in non-clinical tests and clinical studies
has not been demonstrated (the mandatory statement for all registrable homeopathic medicinal
products).
This homeopathic medicinal product has been registered based on such well-established use.
2. WHAT YOU NEED TO KNOW BEFORE YOU TAKE XXXX®
Do not take XXXX® if you are allergic or intolerant to active substances, wheat starch or
other XXXX® ingredients.
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When using XXXX® please take special care in the following cases:
where symptoms persist or arise unclear or new symptoms, please consult your doctor;
talk to your doctor or pharmacist before taking this medicine if you are taking or have
recently taken any other medicines;
effect of XXXX® on other medicines has not been described;
when taking XXXX® with food or drinks;
effect of a homeopathic medicinal may be reduced by smoking or other bad habits (such as
taking alcohol);
pregnancy or breastfeeding;
the product in not indicated during pregnant or breastfeeding;
driving and machinery use;
no specific cautions indicated.
Important information on certain ingredients of XXXX®
This medicinal product contains lactose. If you have been told by your doctor that you have
an intolerance to some sugars contact your doctor before taking this product. Contains x g lactose
per dose. This should be taken into account in patients with diabetes mellitus
Contraindicated if you are allergic to wheat starch.
3. HOW TO USE XXXX®
If otherwise prescribed by a healthcare professional, take 1 tablet 3 times a day. Tablets to
be taken half an hour before or after meals.
If symptoms subside, dosage may be reduced.
Do not use homeopathic medicines for a long time without doctor’s advice.
If you take too much of XXXX® tablets
Consequences of overdose is unknown. If you took too much of this medicine, speak to a
doctor.
If you forget to take this medicine
Do not take a double dose to make up for a missed dose.
If you stop taking XXXX®
Harmful consequences are unknown if you stop taking XXXX®.
General notice
If you have any further questions on the use of this medicine, ask your doctor or pharmacist.
4. POSSIBLE SIDE EFFECTS
Like all medicines, XXXX® can cause side effects, although not everybody gets them.
In rare cases vaginal bleeding is possible. In this case stop taking the medicine and seek
doctor’s advice.
Wheat starch may cause allergic reaction.
Note. When taking a homeopathic medicinal product, symptoms might worsen. In this case
stop taking the medicine and seek doctor’s advice.
If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any
possible side effects not listed in this leaflet.
5. HOW TO STORE THIS MEDICINE
No special storage conditions are warranted.
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Keep this medicine out of the sight and reach of children.
Do not use this homeopathic medicinal product after the expiry date which is stated on the
carton.
6. MORE DETAILED INFORMATION
XXXX® contains
Active substances per a tablet:
1. Cimicifuga D2 trit. 25 mg
2. Ignatia D3 trit 25 mg
3. Sanguinaria D6 trit 25 mg
4. Sepia D2 trit 25 mg
Components 1 to 3 were potentiated together at the final step.
Other ingredients: lactose monohydrate, magnesium sterate, wheat starch.
What X looks like and contents of the pack
XXXX® is a grey tablet; minor coarseness is allowed.
100 tablets in a pack.
Manufacturer.
This leaflet was last revised on January 2016.
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STANDARD METHOD
of Undertaking a Test of a Patient Leaflet
An applicant/marketing authorisation holder (hereinafter referred to as the MAH) should
take effort to ensure that the package leaflet reflects the results of consultations with target patient
groups to ensure that it is legible, clear and easy to use and that these results of assessments carried
out in cooperation with target patient groups are also provided to the to the competent authorities of
the Eurasian Economic Union Member State (hereinafter referred to as the Member States). This
information is included as an example of a method that could be used for consultation with target
patient groups. These provisions permit user testing as well as other appropriate forms of
consultation.
1. User testing
User testing means to test the readability of a specimen with a group of selected test
subjects. It 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 it will indicate where there are problem areas which
should be rectified. The user testing should be part of Module 1 of the application dossier.
Care should be taken that user testing is performed on the basis of the PL as it is actually
supplied with the product. This will require the use of a full mock-up of the PL in the colours and
style and on the paper as used for the PL in the marketed pack. In particular, in the case of
multilingual PL, colour, style (including type size) and paper of the language version subject to user
testing should be identical to the package leaflet as supplied with the marketed pack.
The method described covers one-to-one, face-to-face, structured sets of interviews,
involving at least 20 participants reflecting the population for whom the medicine is intended.
2. Other methods
Other methods than user testing may be acceptable provided that the outcome ensures that
the information is legible, clear and easy to use so that patients can locate important information
within the PL, understand it and enables the user to act appropriately. Such alternative methodology
will have to be justified by the applicant/MAH and will be considered on a case-by-case basis.
2.1. Performing the test
Testing of PL may be done by the MAH or by a company contracted to carry out such
testing on its behalf. It should be carried out by an experienced interviewer with good interview,
observational and listening skills.
Ideally the person writing the package leaflet should help draw out the questionnaire and
occasionally accompany the interviewer during testing, to enable direct transfer of learning. In
addition, it may be useful to involve patient associations or ‘expert patients’ in the design of the
test. A full colour mock-up or specimen of the package leaflet intended for the market place must be
used for testing.
2.2. Recruiting participants
Ensure a range of different types of people who are able to imagine needing to use the
medicine. People selected should be representative of the population to be treated. For most
medicines these criteria will be sufficient since the PL information will need to be accessible to all
newly diagnosed patients. However, for some medicines you will need to involve carers.
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Be sure to exclude people who are directly involved with medicines such as doctors, nurses
and pharmacists.
Remember that information which can be used by the least able will be beneficial for all
users. Try and include:
particular age groups such as young people and older people - especially if the medicine is
particularly relevant to their age group;
new users or people who do not normally use medicines, particularly for information
provided with new medicines likely to be used by a wide range of people (e.g. analgesics or
antihistamines);
people who do not use written documents in their working life;
people who find written information difficult.
Recruit participants from wherever is most relevant and practical. For example you could
use: older people’s meeting points, self-help groups, patient support groups, community centres,
parent and toddler groups.
2.3. Suggested testing procedure
Only small numbers of participants are needed. The aim is to meet the success criteria in a
total of 20 participants (excluding the pilot test). The important thing is not to re-test participants
whom you have already tested. You can achieve this by undertaking:
a pilot of around 3-6 participants is recommended to test that the questions will work in
practice; as you gain experience, you may be able to use just two or three participants in the pilot
test or move straight to the main testing phase;
during testing review the results and make any necessary amendments to the package leaflet;
repeat tests until you have satisfactory data from a group of 10 participants;
a final test of a further 10 to see if the success criteria are also met in this further 10 (i.e. in
20 participants in total on the final proposed package leaflet).
3. Preparing for the test
3.1. You are advised to:
draw up a new protocol for each medicine;
include questions that reflect all the important and difficult issues, and use rigorous
assessment criteria;
make sure the questions cover finding, understanding and the participants ability to act
appropriately;
include a set of expected correct answers;
design the test to last no more than 45 minutes, to avoid tiring participants.
Ensure that the questions reflect any specific issues for safe and effective use and
compliance issues related to the medicine being tested. Testing is most beneficial when the
questions relate to areas where patients’ fears are greatest, such as side effects. Avoiding serious
safety issues with a medicine during user testing of the PL is not recommended.
3.2. The interviewer should:
reassure the participants that it is the document which is being tested not them;
allow the participant to read the whole of the PL if they wish;
use a written set of questions for reference;
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ask the questions orally;
adopt a conversational manner, allowing ample opportunity for interaction with the
participant;
ask participants, once they have located the required information, not to read it directly from
the leaflet but to put it into their own words where appropriate.
As well as recording the answers to the questions, observe how each participant handles the
PL and searches for information, noting, for example, whether people become lost or confused.
This will yield valuable information about how to improve the structure of the PL.
3.3. The questions should:
adequately cover any critical safety issues with the medicine;
be kept to a minimum; usually 12-15 will be enough, though more may be required in
special cases, e.g. if there are significant safety issues to be investigated;
cover a balance of general and specific issues; a general issue might be what to do if a dose
is missed, while a specific issue might relate to a side effect that occurs particularly with that
medicine;
be phrased differently from the text of the leaflet to avoid participants providing answers
based merely on identifying groups of words;
appear in a random order (i.e. not in the order the information appears in the leaflet);
cover the preparation/handling instructions for products with complex administration
devices; the use of dummy containers and active demonstration by participants is encouraged.
Copies of the protocol(s) including the questions asked, the responses offered, the
interviewer’s written observations and the different versions of the package leaflet tested must be
submitted in module m-1-3-4 of the application dossier to the competent authority for review.
Information on how to present the results is set out in section 7 of Appendix 12 to the Requirements
for the Medication Guide and Summary of Product Characteristics of medicinal products for human
use.
4. Success criteria
The purpose of user testing is to achieve a legible, clear and easy to use package leaflet and
as such all suggestions from the user testing should be taken into consideration or otherwise
justified. Questions asked within the test should be drafted carefully in order to test properly that
key messages for safe use specific to the medicine can be understood and found within the text.
Drafting easy or trivial questions simply with an aim of ensuring success must not occur.
A satisfactory test outcome for the method outlined above is when the information requested
within the package leaflet can be found by 90% of test participants, of whom 90% can show that
they understand it. That means to have 16 out of 20 participants able to find the information and
answer each question correctly and act appropriately. The success criteria will need to be achieved
with each question. Results cannot be aggregated.
If you use a different performance based method, different success criteria may be
appropriate. Competent authorities/assessment organisations of the Member States will consider
these on a case-by-case basis.
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TEMPLATE
for the Medication Guide (Patient Leaflet)
In these Template, the following bracket conventions are used:
{text} - Information to be filled in based on formulation or properties of a medicinal
product.
<text> - Text to be selected or deleted (in italics) as appropriate to a medicinal product.
ХХХХ® stands for the name of a medicinal product
Package leaflet: Information for the <patient> <user>
{(Invented) name strength pharmaceutical form}
{Active substance(s)}
<▼ This medicine is subject to additional monitoring. This will allow quick identification of
new safety information. You can help by reporting any side effects you may get.
See the end of section 4 for how to report side effects.>
<Read all of this leaflet carefully before you start <taking> <using> this medicine because
it contains important information for you.
Keep this leaflet. You may need to read it again.
If you have any further questions, ask your <doctor> <,> <or> <pharmacist> <or nurse>.
<This medicine has been prescribed for you only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as yours.>
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.>
3. <Read all of this leaflet carefully before you start <taking> <using> this medicine
because it contains important information for you.
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.
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.
You must talk to a doctor if you do not feel better or if you feel worse <after {number of}
days>.>
WHAT IS IN THIS LEAFLET
1. What ХХХХ® is and what it is used for
2. What you need to know before you <take> <use> ХХХХ®
3. How to <take> <use> ХХХХ®
4. Possible side effects
5. How to store ХХХХ®
6. Contents of the pack and other information
1. WHAT ХХХХ® IS AND WHAT IT IS USED FOR
<You must talk to a doctor if you do not feel better or if you feel worse <after {number of}
days>.>
2. WHAT YOU NEED TO KNOW BEFORE YOU <TAKE> <USE> ХХХХ®
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Do not <take> <use> ХХХХ®<:>
<if you are allergic to {active substance(s)} or any of the other ingredients of this medicine
(listed in section 6).>
Warnings and precautions
Talk to your doctor <or> <,> <pharmacist> <or nurse> before <taking> <using> ХХХХ®
Children <and adolescents>
Other medicines and ХХХХ®
<Tell your <doctor> <or> <pharmacist> if you are <taking> <using>, have recently <taken>
<used> or might <take> <use> any other medicines.>
ХХХХ® with <food> <and> <,> <drink> <and> <alcohol>
Pregnancy <and> <,> breast-feeding <and fertility>
<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
<X contains {name the excipient(s)}>
3. HOW TO <TAKE> <USE> ХХХХ®
<Always <take> <use> this medicine exactly as your doctor <or pharmacist> has told you.
Check with your <doctor> <or> <pharmacist> if you are not sure.>
<The recommended dose is...>
<Always <take> <use> this medicine exactly as described in this leaflet or as your <doctor>
<,> <or> <pharmacist> <or nurse> <has> <have> told you. Check with your <doctor> <or> <,>
<pharmacist> <or nurse> if you are not sure.>
<The recommended dose is...>
<Use in children <and adolescents>>
<The score line is only there to help you break the tablet if you have difficulty swallowing it
whole.>
<The tablet can be divided into equal doses.>
<The score line is not intended for breaking the tablet.>
<If you <take> <use> more ХХХХ® than you should>
<If you forget to <take> <use> ХХХХ®>
<Do not take a double dose to make up for a forgotten <tablet> <dose> <…>.>
<If you stop <taking> <using> ХХХХ®>
<If you have any further questions on the use of this medicine, ask your <doctor> <,> <or>
<pharmacist> <or nurse>.>
4. POSSIBLE SIDE EFFECTS
Like all medicines, this medicine can cause side effects, although not everybody gets them.
<Additional side effects in children <and adolescents>>
Reporting of side effects
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 side effects directly
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via the spontaneous reporting system including lack of efficacy. By reporting side effects you can
help provide more information on the safety of this medicine.>
5. HOW TO STORE ХХХХ®
<Keep this medicine out of the sight and reach of children>. <Do not use this medicine after
the expiry date which is stated on the <label> <carton> <bottle> <…> <after {abbreviation used for
expiry date}.>
<The expiry date refers to the last day of that month.> <Do not use this medicine if you
notice {description of the visible signs of deterioration}.>
<Do not throw away any medicines via wastewater <or household waste>. Ask your
pharmacist how to throw away medicines you no longer use. These measures will help protect the
environment.>
6. CONTENTS OF THE PACK AND OTHER INFORMATION
{Full list of active substance(s) and excipient(s)}
What ХХХХ® contains
<The active substance(s) is (are)…>
The other <ingredient(s)> <(excipient(s))> is (are)...>
What ХХХХ® looks like and contents of the pack
Marketing Authorisation Holder and Manufacturer
{Name and address}
<{tel}>
<{fax}>
<{e-mail}>
<For any information about this medicine, please contact the local representative of the
Marketing Authorisation Holder: {Country}
{Name}
<{Address}{Town} {Postal code} – country>
Tel: + {Telephone number}
<{website>>
This leaflet was last revised in <{MM/YYYY}><{month YYYY}>.
<This medicine has been given ‘conditional approval’. This means that there is more
evidence to come about this medicine.
The new information on medicinal products will be reviewed at least every year and this
leaflet will be updated as necessary.>
<This medicine has been authorised under ‘exceptional circumstances’. This means that
<because of the rarity of this disease> <for scientific reasons> <for ethical reasons> it has been
impossible to get complete information on this medicine.
The any new information on these medicinal products will be reviewed every year and this
leaflet will be updated as necessary.>
<Other sources of information>
<Detailed information on this medicine is available on the Union web site> <There are also
links to other websites about rare diseases and treatments.>
<This leaflet is available in all Union languages on the Union website.>
< >
<--------------------------------------------------------------------------------->
<The

following

information

is

intended

for

healthcare

professionals

only:>
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RULES
of Completing the Template
of the Medication Guide (Patient Leaflet)
Throughout the text ‘XXXX’ stands for the (trade) name of the medicine.
Headings and standard statements given in the template must be used whenever they are
applicable. If the applicant needs to deviate from these headings/statements to accommodate
medicine-specific requirements (e.g. for medicines administered by healthcare professionals,
‘take’/’use’ could be replaced by ‘are given’ or ‘are administered’), alternative or additional
headings/statements will be considered on a case-by-case basis.
When requested, applicants should justify the use of alternative headings (e.g. by reference
to user testing results). For certain medicines not all items may be relevant, in this case the
corresponding heading should not be included.
The purpose of the templates is to ensure that all the information required by the Eurasian
Economic Union (hereinafter referred to as the Union) is included in the text versions of all
packaging components in the order specified.
Design and layout are key elements for the readability of the final printed material.
This template ensures a certain degree of consistency across authorised medicines.
Applicants shall ensure that, on request from patients' organisations, the package leaflet is
made available in formats appropriate for the blind and partially sighted. Marketing authorisation
holders are, therefore, encouraged to include a statement at the end of the package leaflet to inform
about the availability of such alternative formats.

Package leaflet:
Information for the <patient> <user>
{(Invented) name strength pharmaceutical form}
{Active substance(s)}
[The (invented) name of the medicine (referred to as ‘this medicine’ throughout the package
leaflet, wherever practical) followed by the strength and pharmaceutical form (i.e. as it appears in
section 1 of the SmPC) should be stated here in bold. This should be followed by the active
substance(s) (as stated in paragraph 11 of the Requirements for Labelling of Medicinal Products),
which may be written on the line below. In the remainder of the document the invented name
should appear without bold or underline and should not be used excessively throughout the text.]
[For medicinal products subject to additional monitoring ONLY:
The black symbol and the statements should only appear here. The black symbol shall be a
black inverted equilateral triangle ▼: the symbol shall be proportional to the font size of the
subsequent standardised text and in any case each side of the triangle shall have a minimum length
of 5 mm. For the purpose of preparing the product information annexes please use the black trianlge
as presented in this template (see below).]
<▼ This medicine is subject to additional monitoring. This will allow quick identification of
new safety information. You can help by reporting any side effects you may get (including cases of
lack of efficacy).
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See the end of section 4 for how to report side effects. >
For medicines available only on prescription, the following statements shall be made:
<Read all of this leaflet carefully before you start <taking> <using> this medicine because
it contains important information for you.
Keep this leaflet. You may need to read it again.
If you have any further questions, ask your <doctor> <,> <or> <pharmacist> <or nurse>.
<-This medicine has been prescribed for you only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as yours.> [Do not include this statement in case of
hospital use.]
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.>
For medicines available without a prescription, the following information should be
provided:
<Read all of this leaflet carefully before you start <taking> <using> this medicine because
it contains important information for you.
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.
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.
You must talk to a doctor if you do not feel better or if you feel worse <after {number of}
days>.>
What is in this leaflet
User testing to date has indicated that most patients value a content listing in the package
leaflet. In order for this to be most useful it needs to be prominently displayed where it appears. The
content listing would normally reflect the six main sections of the leaflet, where a flat leaflet is
prepared.
1. What X is and what it is used for
2. What you need to know before you <take> <use> X
3. How to <take> <use> X
4. Possible side effects
5. How to store X
6. Contents of the pack and other information
However, if a booklet format is used, or the flat leaflet contains many subsections, a more
detailed content listing may be used (page numbers or column numbers, which enable readers to
quickly find the information they are seeking, can only be included in the mock-up).]
1. What X is and what it is used for
[Invented name, active substance(s) and pharmacotherapeutic group]
[You should first of all include the invented name of the medicinal product and the active
substance(s) included in it, if necessary, as per section 1 and 2 of the SmPC, e.g. ‘X contains the
active substance Y’. The pharmacotherapeutic group and/or type of activity, as per section 5.1 of
the SmPC should also be stated, e.g. ‘statins (used to lower cholesterol)’.]
Therapeutic indications
The therapeutic indications in line with section 4.1 of the SmPC should be stated here. It
should be stated in which age group the medicine is indicated, specifying the age limits, e.g.
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‘X is used to treat {specify indication} in <adults> <new-born babies> <babies> <children>
<adolescents> <aged {x to y}> <years> <months>‘.
If appropriate, specify that:
if the medicine is an advanced therapy medicine which contains cells or tissues, a
description of those cells or tissues and of their specific origin, including the species of animal in
cases of non-human origin, should be provided in line with section 2.1 of the SmPC.
if the medicine is an advanced therapy medicine which contains medical devices or active
implantable medical devices, a description of those devices and their specific origin should be
provided in line with section 2.2 of the SmPC.
Information on the benefits of using this medicine
[On a case-by-case basis, information on the benefits of the treatment could be included in
this section, as long as it is compatible with the SmPC, useful for the patient, and to the exclusion of
any element of a promotional nature. This could be included under a separate sub-heading, e.g.
entitled ‘How X works’.
The information should be depicted in a clear and condensed way.
For example, information could relate to:
signs and symptoms of the target disease, in particular for non-prescription medicines, but
also for medicines to be taken ‘on-demand’ (e.g. treatment of migraine);
the benefit(s) of taking the medicine could be summarised (e.g. ‘this medicine reduces pain
associated with arthritis’, ‘this medicine has been shown to reduce blood sugar, which helps to
prevent complications from your diabetes’). This would be particularly important to encourage
adherence to the treatment, e.g. for long-term and prevention treatment. Benefit may be described in
terms of prevention of disease complications (e.g. anti-diabetic), if established. The timing of the
effect may also be described if useful. In any case, information must be compatible with the SmPC,
in particular section 5.1 of the SmPC;
Information on the amount of time the medicine usually takes to work may be presented if
relevant for the patient (pain-killer, antidepressant, etc).
<You must talk to a doctor if you do not feel better or if you feel worse <after {number of}
days>.>.]
2. What you need to know before you <take> <use> X
[This section should include information which patients/users should be aware of before
they start taking the medicine and while using it. This section of the package leaflet is the one
which in user testing patients have most difficulty with due to its overall size. Inclusion of
additional sub-headings (e.g. for information to particular category of users) with a clear hierarchy
is therefore critical in helping patients to navigate this information.]
2.1. Contraindications
Do not <take> <use> X<:>
All contraindications mentioned in section 4.3 of the SmPC should be included here in the
same order as presented in the SmPC. Other precautions and special warnings should be presented
in the next section.
Care must be taken to ensure that complex details are not omitted. It is not acceptable to
state only the common or major contraindications. Belief that a patient cannot understand a
contraindication is not a reason for omitting it.
<if you are allergic to {active substance(s)} or any of the other ingredients of this medicine
(listed in section 6).>
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include reference to residues, if applicable.
Appropriate precautions for use; special warnings
2.2. Warnings and precautions
Talk to your doctor <or> <pharmacist> <or nurse> before <taking> <using> X
in case of long bulleted list, book-ends (i.e. whereby the statement recommending the action
to talk to your doctor or pharmacist is repeated after each warning or precaution) are recommended.
All warnings and precautions for use included in section 4.4 of the SmPC should be
provided here (as in the SmPC, the order should be in principle determined by the importance of
safety information provided) and it should also be made clear for each warning or precaution for
use, what action the patient should take to minimise the potential risk.
Detailed information on warnings and precautions relating to side effects that could occur
while a patient is taking the medicine should be presented in section 4 (e.g. symptoms), with an
appropriate cross-reference in section 2.
Warnings relating to interactions, fertility, pregnancy and breast-feeding, the ability to drive
and use machines, or excipients should be presented in the relevant subsequent subsections, unless
they are of major safety importance (contraindication) in which case they should also be highlighted
in the subsection ‘Do not take/use X’, above.
An additional sub-heading could be included for information on additional monitoring tests
that the patient will be required to undergo during treatment.
2.3. Children <and adolescents>
When the medicine is indicated in children, the warnings and precautions which are specific
to this population (and identified as such in section 4.4 of the SmPC) should be included under this
sub¬heading. Where relevant, parents/carers should also be alerted in this section of potential
children/teenager specific warnings included under ‘driving and using machines’.
If there is no indication in some or all subsets of the paediatric population, information
should reflect the paediatric subsection of section 4.2 of the SmPC, e.g.
‘Do not give this medicine to children between the ages of x and y <years> <months>
because <of the risk of [...]> <it does not work> <the potential benefits are not greater than the
risks>, <it is unlikely to be safe>‘.
2.4. Interactions with other medicines
2.4.1. Other medicines and X
<Tell your <doctor> <or> <pharmacist> if you are <taking> <using>, have recently
<taken> <used> or might <take> <use> any other medicines.>
[Describe the effects of other medicines on the medicine in question and vice versa as per
section 4.5 of the SmPC. Refer to other medicines by their pharmacotherapeutic group/type of
activity and by their INN(s) (including the lay terms first and the INNs in brackets unless the
interaction is only with one active in a class, e.g. ‘pravastatin (medicine used to lower
cholesterol)’), where possible.]
In some cases, where it may be helpful to the patient, you should describe in brief terms the
consequence of the interaction. One possibility could be to distinguish the medicine which must not
be used with the medicine, e.g.: ‘Do not take X with Y (a medicine used for Z) as this may result in
the <loss of its effect><side effect>‘,
those for which the combination should be avoided and those for which the combination
would require some precaution (e.g. dose adjustment; in such a case please cross-refer to section 3
of this leaflet). For example, if hormonal oral contraceptives are likely to become ineffective as a
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result of an interaction, patients should also be advised to use additional forms of contraceptives
(e.g. barrier contraceptives).]
Interactions with herbal or alternative therapies should be addressed if mentioned in section
4.5 of the SmPC.
2.4.2. Interactions with food and drink
X with <food> <and> <,> <drink> <and> <alcohol>
Interactions not related to medicines should be mentioned here if reference is made in
section 4.5 of the SmPC. For example, patients should not consume milk in combination with
tetracyclines and no alcohol should be consumed during treatment with benzodiazepines. This
section should not be used to tell patients whether or not their medicine should be taken before,
during or after meals as this should only be addressed in section 3 (below), but a cross-reference to
section 3 can be included.
2.5. Use by pregnant or breast-feeding women, information on fertility
Pregnancy <and> <,> breast-feeding <and fertility>
Where the information is significantly different, pregnancy, breast-feeding and fertility
information can be presented under separate sub-headings.
Include conclusion summary of the information given in section 4.6 of the SmPC, in
addition to the following optional statement:
<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.>
Please note that if the medicine is contraindicated in pregnancy and/or breast-feeding the
same information should be presented in both subsections (‘Do not take/use X’ & ‘Pregnancy,
breast-feeding and fertility’) of the leaflet and should include information on teratogenicity where
this is known.
2.6. Effects on the ability to drive or to use machines
<Driving and using machines>
Where there is cautionary advice in section 4.7 of the SmPC this should be translated into
meaningful colloquial language for the patient.
Marketing authorisation holders should bear in mind that medicines taken by children may
need specific advice. For example, regarding road safety, children who may not be old enough to
drive may nevertheless cycle.
The advice should include an explanation as to why the patient is advised not to drive or
undertake these tasks, and whether or not they should discuss this with their doctor if they wish to
do so.
2.7. Excipients warnings
<X contains {name the excipient(s)}>
If appropriate, warnings of those excipients knowledge of which is important for the safe
and effective use of the medicine and included in Appendix 1 to the Requirements for the
Medication Guide and Summary of Product Characteristics of medicinal products for human use, as
per section 4.4 of the SmPC, should be mentioned here. This subsection should be omitted when the
medicine does not contain any excipients of known effect. In case the information relates to another
section of the package leaflet (e.g. alcohol), a cross reference to this section should be made; it will
be necessary to refer back to the excipients warning from those sections relating to the effects (e.g.
ability to drive, pregnancy and breast-feeding, paediatric information).
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3. How to <take> <use> X
In simple cases, the following 3 items can be combined as one paragraph.
3.1. Dose (SmPC section 4.2)
For medicines available on prescription only:
<Always <take> <use> this medicine exactly as your doctor <or pharmacist> has told you.
Check with your <doctor> <or> <pharmacist> if you are not sure.>
<The recommended dose is ... >
For medicines available without prescription:
<Always <take> <use> this medicine exactly as described in this leaflet or as your
<doctor> <,> <or> <pharmacist> <or nurse> <has> <have> told you. Check with your
<doctor> <or> <,> <pharmacist> <or nurse> if you are not sure.>
<The recommended dose is ... >
When available, information on maximum single, daily and/or total dose should also be
included. Additional sub-headings may be included where the posology varies for different
indications or for different populations (e.g. elderly, hepatic impairment, renal impairment). Include
the recommended dose and specify, if necessary, the appropriate time(s) at which the medicine may
or must be administered.
3.2. <Use in children <and adolescents>>
When the medicine is indicated in different age groups with a different dose, method of
administration, frequency of administration or duration of treatment, specific instructions for use for
each age group should be clearly identified.
If there are more appropriate strength(s) and/or pharmaceutical form(s) for administration in
some or all subsets of the paediatric population (e.g. oral solution for infants), these should be
mentioned, e.g.
<Other form(s) of this medicine may be more suitable for children; ask your doctor or
pharmacist.>.
3.3. Route(s) and/or method of administration (SmPC section 4.2)
Route(s) of administration according to ‘Standard Terms’ published by the Council of
Europe and an additional patient-friendly explanation may be given if necessary.
Method of administration: directions for a proper use of the medicine, e.g. ‘Do not swallow’,
‘Do not chew’, ‘Shake well before use’ (user testing experience has shown it is useful to state the
reasons for the inclusion of such a statement, e.g. ‘Do not break or crush the tablet(s). If you do,
there is a danger you could overdose because this medicine will be absorbed into your body too
quickly’).
When applicable, there should be descriptions (if useful with illustrations) of opening
techniques for child-resistant containers and other containers to be opened in an unusual way.
Where relevant, guidance should always be included to clarify if the medicine must be taken
with food, during/before meals, or clearly state if food/meals have no influence, etc.
<The score line is only there to help you break the tablet if you have difficulty swallowing it
whole.>
<The tablet can be divided into equal doses.>
<The score line is not intended for breaking the tablet.>
3.4. Duration of treatment (SmPC section 4.2)
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If appropriate, especially for medicines available without prescription, precise statements
should be included on:
the usual duration of the therapy;
the maximum duration of the therapy;
the intervals with no treatment;
the cases in which the duration of treatment should be limited.]
For some medicines it may be necessary to include some additional information in this
section although this need not be covered in all cases. The following headings can be used as a
guide:]
<If you <take> <use> more X than you should>
Describe how to recognise symptoms if someone has taken an overdose and what to do as
per SmPC section 4.9.
<If you forget to <take> <use> X>
Make clear to patients what they should do after irregular use of a medicine, e.g.: if
information is available, try to include information on the maximum interval the missed dose can be
caught up as per SmPC section 4.2.
<Do not take a double dose to make up for a forgotten <tablet> <dose> <...>.>
<If you stop <taking> <using> X>
Indicate withdrawal effects and how to minimise them as per SmPC section(s) 4.2 and/or
4.4.
A statement on the potential consequences of stopping the treatment before finishing the
course of treatment and the need for a prior discussion with the treating physician, pharmacist or
nurse should be included as appropriate.
Close this section with:
<If you have any further questions on the use of this medicine, ask your <doctor> <,>
<or> <pharmacist> <or nurse>.>
4. Possible side effects
4.1. Description of side effects
Begin this section of Patient Leaflet with:
Like all medicines, this medicine can cause side effects, although not everybody gets them.
The section should generally be divided into two sections bearing in mind that there should
be sufficient patient-friendly description of the overt clinical signs and symptoms to enable the
patient to recognise all side effects which may occur as set out in section 4.8 of the SmPC:
the most serious side effects need to be listed prominently first with clear instructions to the
patients on what action to take (e.g. to stop taking the medicine and/or seek urgent medical advice.
The use of the words ‘straight away’ or ‘immediately’ may be helpful in this context).
then a list of all other side effects, listed by frequency and starting with the most frequent
(without repeating the most serious included above).
Within each section mentioned above, side effects should be arranged by frequency. The
following frequency convention is recommended:
Very common: may affect more than 1 in 10 people
Common: may affect up to 1 in 10 people
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Uncommon: may affect up to 1 in 100 people
Rare: may affect up to 1 in 1,000 people
Very rare: may affect up to 1 in 10,000 people
Not known: frequency cannot be estimated from the available data
This frequency convention should not appear before the list of side effects as this takes up
space and has shown in user testing to be misleading to patients.
In any case, when expressing the likelihood of side effects it is important to include verbal
terms and numerical data, as far as possible. Bear in mind that user testing has shown that double
sided expressions such as ‘affects more than 1 in 100 but less than 1 in 10’ are not well understood
and should not be used. System organ class listings should not be used.
However, patient-friendly terms for parts of the body may be used as headings where the
frequency is not known (e.g. for older medicines) in order to break up an otherwise long list, e.g.
skin, stomach and gut, etc.
<Additional side effects in children <and adolescents >>
If appropriate (and in line with information stated in section 4.8 of the SmPC), a subsection
should highlight any clinically relevant differences in terms of side effects in any relevant subset of
the paediatric population compared to another or to the adult population.
For ALL medicinal products: The following sub-heading should appear at the end of section
4:
4.2. Reporting of side effects
<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 side effects
directly via the spontaneous reporting system, including lack of efficacy, of the Eurasian Economic
Union Member State {provide a link to the system}. By reporting side effects you can help provide
more information on the safety of this medicine.>
No reference to the reporting system of Union Member States should be included in the
printed materials. The above brackets {} will only appear in the published version of the approved
product information.
The examples below are not exhaustive; the design and layout chosen for the package leaflet
should drive the display of the details. Linguistic adjustments may also be necessary depending on
the grammatical rules of the languages used.
In case the details of the national reporting system are short, e.g. website only, you may
wish to integrate the details within the text as per the example below:
‘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 side effects
directly via www.xxx.xx.xx. By reporting side effects you can help provide more information on the
safety of this medicine.’
In case the details of the national reporting system are long, e.g. website + alternative
reporting details and/or leaflet addressed to more than one Union Member States, you may wish to
follow the example below:
‘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 side effects
directly (see details below). By reporting side effects you can help provide more information on the
safety of this medicine.’
{Country}
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{Name}
<{Address}{Town} {Postal code} - country >
Tel: + {Telephone number}
or
<website>
{Name}
5. How to store X
<Keep this medicine out of the sight and reach of children.>
5.1. Expiry date
Where a specific abbreviation for Expiry date is used on the labelling, it should be
mentioned here.
Do not use this medicine after the expiry date which is stated on the <label> <carton>
<bottle> <...> <after {abbreviation used for expiry date}.>
<The expiry date refers to the last day of that month.>
5.2. Storage conditions
Information should be in accordance with section 6.4 of the SmPC; for storage condition
statements. see Appendix 8 to the Requirements for the Medication Guide and Summary of Product
Characteristics of medicinal products for human use
Where applicable, shelf life after reconstitution, dilution or after first opening the container
Information should be in accordance with section 6.3 of the SmPC; please also refer to
Appendix 7 to the Requirements for the Medication Guide and Summary of Product Characteristics
of medicinal products for human use.
5.3. Where appropriate, warnings against certain visible signs of deterioration
<Do not use this medicine if you notice {description of the visible signs of deterioration}.>
<Do not throw away any medicines via wastewater <or household waste>. Ask your
pharmacist how to throw away medicines you no longer use. These measures will help protect the
environment.>
6. Contents of the pack and other information
6.1. Full statement of the active substance(s) and excipient(s)
<What X contains>
The active substance(s) (expressed qualitatively and quantitatively) and the other ingredients
(expressed qualitatively) should be identified using their names as given in sections 2 and 6.1 of the
SmPC and in the language of the text.
The active substance(s) is (are)...
<Each <tablet> <capsule> contains x <gram> <milligram>...{active substance},>
<The other <ingredient(s)> <(excipient(s))> is (are)...>
A cross-reference to section 2 of the Patient Leaflet
‘X contains {name the excipients}’ should be included when applicable.]
6.2. Pharmaceutical form, nature and contents of container in weight, volume or units
of dose
What X looks like and contents of the pack
The pharmaceutical form should be stated according to the Pharmaceutical dose form
nomenclature of the Union subject to approval by the Commission and an additional patient-
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friendly explanation may be given if necessary. Where the patient-friendly term is used on small
immediate packaging materials, the patient friendly-term should be added in brackets.
It is recommended to include a physical description, e.g. shape, colour, texture, imprint, etc
as per section 3 of the SmPC.
All pack sizes for this pharmaceutical form and strength should be detailed here as per
section 6.5 of the SmPC, including a reference to any ancillary items included in the pack such as
needles, swabs, etc. For multipacks, clearly indicate the pack content, e.g. ‘X is available in packs
containing Y, Z or W tablets and in multipacks comprising N cartons, each containing M tablets’.
If appropriate indicate that not all pack sizes may be marketed. A cross-reference to other
pharmaceutical forms and strengths may be included.
6.3. Name and address of the marketing authorisation holder and of the manufacturer
responsible for batch release, if different
Marketing Authorisation Holder and Manufacturer
{Name and address}
<{tel}>
<{fax}>
<{e-mail}>
[State the name and address of the Marketing Authorisation Holder as per section 7 of the
SmPC and identify as such, e.g.
<Marketing Authorisation Holder: ABC Pharm, etc. (full address)>
State the name of the country and address to be stated in the language of the text, but for
marketing authorisation holder established outside the Union, use of the Latin alphabet is allowed.
Telephone, fax numbers or e-mail addresses may be included (no websites, no e-mails linking to
websites).
State the name and address of the manufacturer responsible for batch release and identify as
such, e.g.
<Manufacturer: DEF Ltd, etc.>
State the name of the country and address to be stated in the language of the text, but for
marketing authorisation holder established outside the Union, use of the Latin alphabet is allowed.
Telephone or fax numbers, e-mail addresses or websites are not allowed.
If MAH and manufacturer are the same, the general heading ‘Marketing Authorisation
Holder and Manufacturer’ can be used.
In cases where more than 1 manufacturer responsible for batch release is designated, all
should be listed here (with or without grey-shading, depending on the option chosen for the printed
package leaflet). However, the printed package leaflet of the medicinal product must clearly
identify the manufacturer responsible for the release of the concerned batch or mention only the
specific manufacturer responsible for the release of that batch in the Union.
Where a medicinal product authorised under different trade names in different Member
States, in this section the list of names approved in each Member State should be provided.
6.4. List of local representatives of the Marketing Authorisation Holder in the Union,
where applicable.
a) Listing of local representatives is not a requirement, but if included in the product
information annexes, the full list for all Member States must be stated. However, a representative
may be designated for more than one country and may also be the MAH where no other local
representative is indicated.

11
In cases where the same representative is designated for more than one Member State, the
representative’s details may be listed only once below the names of the Member States concerned.
Where the same representative covers several Member States, his details should be provided
under the name of each Member State.
b) Where a local representative is located outside the country concerned and where an
address is given, the country name must be included in the address of the local representative and
must be given in the language(s) of the country(ies) for which the local representative is designated.
c) ISO 3166-1:2013 Codes for the representation of names of countries and their
subdivisions -- Part 1: Country codes may be used to replace the full name of the country heading.
d) In order to save space in the printed package leaflet, local representatives may be
presented sequentially rather than in a tabulated format. In case of multi-lingual leaflets, the list of
local representatives can be printed only once at the end of the printed leaflet.
e) The local representative may be indicated by name, telephone number and electronic email address (optional) only. Postal address may be added space permitting. Website addresses or
emails linking to websites are not allowed.
f) If a representative of the marketing authorisation holder is outside the relevant Member
State, indicate the name of the Member State.
<For any information about this medicine, please contact the local representative of the
Marketing Authorisation Holder or Marketing Authorisation Holder:
{Country}
{Name}
<{Address}{Town} {Postal code} - country >
Tel: + {Telephone number}
<website>>
or
< Complaints should be sent to the local representative of the Marketing Authorisation
Holder or Marketing Authorisation Holder:
{Country}
{Name}
<{Address}{Town} {Postal code} – country >
Tel: + {Telephone number}
<email>>.
6.5. This leaflet was last revised in <{MM/YYYY}><{month YYYY}>.
Date of granting of the Marketing Authorisation/approval of latest variation or transfer (as
per section 9 or 10 of the SmPC), e.g. the latest renewal, as applicable, implementation date of the
Urgent Safety Restriction. Item to be completed by the Marketing Authorisation Holder at time of
printing.
For medicines approved under ‘conditional approval’, include the following statement:
<This medicine has been given ‘conditional approval’. This means that there is more
evidence to come about this medicine.
The new information on the medicines will be reviewed at least every year and this leaflet
will be updated as necessary.>
For medicines approved under ‘exceptional circumstances’, include the following statement:
<This medicine has been authorised under ‘exceptional circumstances’. This means that
<because of the rarity of this disease> <for scientific reasons> <for ethical reasons> it has been
impossible to get complete information on this medicine.
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The any new information on these medicines will be reviewed every year and this leaflet will
be updated as necessary.>
6.6. <Other sources of information>
This section should include references to other sources of information which will be useful
for the patient. Such sources of information must be compatible with the SmPC and nonpromotional:
a) Details of how patients can access the information in alternative formats such as Braille,
audio, cd-rom or large print. Normally, this should appear in a large font to ensure visually impaired
patients are aware of the service.
b) Reference to the Union website:
<Detailed information on this medicine is available on the Union web site> <There are also
links to other websites about rare diseases and treatments.> the last part of the statement is
applicable to orphan medicines only.
This information should appear prominently in the printed material.
< --------------------------------------------------------------------------------------------------------- >
Cut line
<The following information is intended for healthcare professionals only:>
6.7. If other additional scientific information is to be included in the package for the
healthcare professional, this can be achieved by either:
a) providing the complete SmPC as a separate document in the medicine pack, or
b) adding the complete SmPC as a tear-off section at the end of the printed PL, so that the
information for the patient (i.e. the package leaflet) and the information for the healthcare
professional (i.e. the SmPC) are clearly differentiated.
c) The intention to include the complete SmPC and the way in which this will be achieved
must be justified by the applicant and indicated without actually repeating the complete latest
SmPC text.
Applicants should carefully consider whether including such scientific information in the
pack is appropriate, taking into account the nature of the medicine. The product information must
be presented in an identical way in all Member States languages.

APPENDIX 17
to the Requirements for the Medication
Guide and Summary of Product
Characteristics of medicinal products
for human use

RULES
for Ensuring Readability of The Package Leaflet
and the Labelling
1. General considerations
The package leaflet (hereinafter referred to as the PL) is intended for the patient/user. If the
PL is well designed and clearly worded, this maximises the number of people who can use the
information, including older children and adolescents, those with poor literacy skills and those with
some degree of sight loss. Companies are encouraged to seek advice from specialists in information
design when devising their house style for the PL to ensure that the design facilitates navigation and
access to information.
The following guidance sets out recommendations on various aspects related to the
preparation of PLs. It is aimed at helping applicants/marketing authorisation holders (hereinafter
referred to as the MAH) to fully comply with the Eurasian Economic Union requirements.
2. Type size and font
Choose a font which is easy to read. Stylised fonts which are difficult to read should not be
used. It is important to choose a font in which similar letters/numbers, such as “я”, “л” and “1” can
be easily distinguished from each other.
The type size should be as large as possible to aid readers. A type size of 8 points, as
measured in font ‘Times New Roman’, not narrowed, with a space between lines of at least 3 mm,
should be considered as a minimum (for the PL inserted in the medicinal product pack).
Consideration should be given to using different text sizes to enable key information to
stand out and to facilitate navigation in the text (for example, for headings).
Consideration should be given to using larger type size where a medicinal product is
especially intended for an indication linked to visual impairment.
The widespread use of capitals should not be used. The brain recognises words in written
documents by the word shape, so choose lower case text for large blocks of text. However, capitals
may be useful for emphasis.
Do not use italics and underlining as they make it more difficult for the reader to recognise
the word-shape. Italics, however, may be considered when using Latin terms.
3. Design and layout of the information
The use of “justified” text should in principle not be used.
Line spaces should be kept clear. The space between lines is an important factor influencing
the clarity of the text. As a general rule the space between one line and the next should be at least
1.5 times the space between words on a line, where practical.
Contrast between the text and the background is important. Factors like paper weight, colour
of the paper, size and weight of the type, colour of the type and the paper itself should be
considered. Too little contrast between the text and the background adversely affects the
accessibility of the information. Therefore, background images should in principle not be placed
behind the text since they may interfere with the clarity of the information making it harder to read.
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A column format for the text can help the reader navigate the information. The margin
between the columns should be large enough to adequately separate the text. If space is limited a
vertical line to separate the text may be used. Related information should be kept together so the
text flows easily from one column to the next. Consideration should be given to using a landscape
layout which can be helpful to patients. Where a multilingual PL is proposed there should be a clear
demarcation between the different languages used; all the information provided in each language
should be assembled.
4. Headings
Headings are important and can help patients navigate the text if used well. Therefore, bold
type face for the heading or a different colour, may help make this information stand out. The
spacing above and below the headings should be consistently applied throughout the leaflet. Same
level headings should appear consistently (numbering, bulleting, colour, indentation, font and size)
to aid the reader.
The use of multiple levels of headings should be considered carefully, as more than two
levels may make it difficult for readers to find their way around the leaflet. However, where
complex information has to be communicated multiple levels of headings may be needed.
Using lines to separate the different sections within the text can also be helpful as a
navigational tool.
Include in the PL all main section headings of the SmPC. Sub-headings and associated text
within the leaflet should only be included if these are relevant for the particular medicine. For
example if there is no information in relation to excipients of known effect this section may be
omitted from the package leaflet.
5. Print colour
Accessibility is not only determined by print size. Characters may be printed in one or
several colours allowing them to be clearly distinguished from the background. A different type size
or colour is one way of making headings or other important information clearly recognisable.
The relationship between the colours used is as important as the colours themselves. As a
general rule dark text should be printed on a light background. But there may be occasions when
reverse type (light text on a dark background) could be considered to highlight for instance
particular warnings. In such circumstances the quality of the print will need careful consideration
and may require the use of a larger type size or bold text. Similar colours should not be used for the
text and background as legibility is impaired.
6. Syntax
Some people may have poor reading skills, and some may have poor health literacy. Aim to
use simple words of few syllables.
Long sentences should not be used. It is better to use a couple of sentences rather than one
longer sentence, especially for new information.
Long paragraphs can confuse readers, particularly where lists of side effects are included.
The use of bullet points for such lists is considered more appropriate. Where possible, no more than
five or six bullet points in a list are recommended.
When setting out the side effects it is particularly important to consider the order in which
they are given so the patients/users may maximise the use of the information. In general, setting out
the side effects by frequency of occurrence, starting with the highest frequency, is recommended to
help communicate the level of risk to individuals.
Frequency terms should be explained in a way patients/users can understand - for example
“very common” (more than 1 in 10 patients). However, where a serious side effect exists which
would require the patient/user to take urgent action this should be afforded greater prominence and
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appear at the start of the section. Setting side effects by organ/system/class is not recommended
since patients/users are in general not familiar with these classifications.
7. Style
When writing, an active style should be used, instead of passive. For example:
'take 2 tablets' instead of '2 tablet should be taken','
'you must....' is better than 'it is necessary ...'
When telling patients what action to take, reasons should be provided. Instructions should
come first, followed by the reasoning, for example: ‘take care with X if you have asthma - it may
bring on an attack’.
“Your medicine, this medicine, etc.” should be used rather than repeating the name of the
product, as long as the context makes clear what is being referred to.
Abbreviations and acronyms should not usually be used unless these are appropriate. When
first used in the text, the meaning should be spelled out in full. Similarly scientific symbols (e.g. >
or <) are not well understood and should not be used.
Medical terms should be translated into language which patients can understand.
Consistency should be assured in how translations are explained by giving the lay term with a
description first and the detailed medical term immediately after. On a case by case basis the most
appropriate term (lay or medical) may then be used thereafter throughout the package leaflet in
order to achieve a readable text. Make sure that the language used alerts the reader to all the
information relevant to him/her, and gives sufficient detail on how to recognise possible side effects
and understand any action which may be necessary.
8. Paper
The paper weight chosen should be such that the paper is sufficiently thick to reduce
transparency which makes reading difficult, particularly where the text size is small. Glossy paper
reflects light making the information difficult to read, so the use of uncoated paper should be
considered.
Make sure that when the leaflet is folded the creases do not interfere with the readability of
the information.
9. Use of symbols and pictograms
The use of images, pictograms and other graphics to aid comprehension of the information is
permitted, but these exclude any element of a promotional nature. Symbols and pictograms can be
useful provided the meaning of the symbol is clear and the size of the graphic makes it easily
legible. They should only be used to aid navigation, clarify or highlight certain aspects of the text
and should not replace the actual text. Evidence may be required to ensure that their meaning is
generally understood and not misleading or confusing. If there is any doubt about the meaning of a
particular pictogram it will be considered inappropriate. Particular care will be needed when
symbols are transferred or used in other language versions of the PL and further user testing of
these may be necessary.
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10. Additional information
10.1. Product ranges
There should, in principle, be a separate leaflet for each strength and pharmaceutical form of
a medicinal product. On a case-by-case basis, Member States may however agree to allow the use
of combined package leaflets for different strengths and/or different pharmaceutical forms (e.g.
tablets and capsules), for instance where achieving a recommended dose necessitates a combination
of different strengths, or when the dose varies from day to day depending on the clinical response.
Simple reference to other strengths and pharmaceutical forms of the same medicine is
always possible if necessary for the therapy. For instance, referring to a different strength, or
referring in the package leaflet of a tablet which is unsuitable for children to the availability of an
oral solution for children.
10.2. Products administered by a healthcare professional or in a hospital
For a product administered by a healthcare professional, information from the SmPC (e.g.
the instructions for use) could be included at the end of the PL e.g. in a tear-off portion, to be
removed prior to giving the PL to the patient. Alternatively the complete SmPC could be provided
in the pack along with the PL.
For a product administered in hospital additional PLs (in addition to the one provided in the
pack) may be made available on request to ensure that every patient receiving the medicine has
access to the information.
11. Templates for the package leaflet
Having used the templates provided in appendices 4 and 5 to the Requirements for the
Medication Guide and Summary of Product Characteristics of medicinal products for human use,
marketing authorisation applicants/holders need to format the resulting text into the relevant full
colour mock-ups or specimens of the package leaflet.
Also applicants should remember that using the template does not suffice and consultations
with target patient groups will still have to be carried out on the full colour mock-up or specimen of
the PL in accordance with Appendix 3 to the Requirements for the Medication Guide and Summary
of Product Characteristics of medicinal products for human use.

APPENDIX 18
to the Requirements for the
Medication Guide and Summary
of Product Characteristics
of medicinal products for human use

QUALITY CRITERIA
for PILs
Score
Process indicators
1. Evidence of involvement of patients in development
evidence available;

1

none

0

2. Evidence that needs of special populations have been catered for
discussion of special groups;

1

none

0

3. User testing carried out/bridged
yes;
no
Leaflet indicators
A. Scores for presentation - text readability and ease of navigation1
All scored on a scale of 0 for examples of poor practice, 1 for acceptable, with up
to 3 bonus points for examples of best practice on any criteria (max. 1/criterion)
A1. Font choice, size and style
clear and legible

1

difficult to read

0

A2. Use of text in capitals, italics, underlined, in boxes, etc.
where these are not used

1

any example of poor use of these

0

A3. Contrast between text and background, colour
good contrast used

1

poor colour contrast

0

A4. Format and line spacing
good use of white space

1

dense text

0

A5. Use of columns, justification and length of lines, sentences and paragraphs

2
no example of poor use;

1

any example of poor use

0

A6. Use of headers
where subheadings are used (Bonus for use of clear and sensible headings that 1
aid navigation)
only the main headings are used

0

A7. Use of symbols and pictures
good use; bonus when these have good evidence to support their use or clear 1
pictorial instructions for use are included
score 0 where these are used badly without reference to patients

0

B. Scores for content
B1. Pointers to further information sources
signposting

1

no signposting

0

B2. Pointer to availability in alternative formats
signposting

1

no signposting

0

B3 Use of lay terms instead of medical jargon
mainly lay terms

1

medical jargon persists

0

B4. Headline inclusion
headlines

1

no headlines

0

B5. Inclusion of benefit statement
appropriate benefit information

1

no benefit information

0

B6. Grouping of side effects:
side effects are ordered so that serious side effects come first (score bonus for 1
prominence of key effects with need for action)
side effects not broken up at all

0

system organ class is not used

0

• Inclusion and presentation of side effect frequencies:
frequencies are stated

1

no frequencies or word terms not defined

0
OVERALL

Maximum score for leaflet indicators - 20 (10 for presentation + 10 for content)
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Outcome indicators
Aim for concordance - informed actions where any medicine usage is in accordance
with dosage instructions and actions required to minimise risk.
Surrogate measures:
adverse Drug Reaction reports relating to incorrect usage;
information from availability and usage surveys including Information Prescription
work published by competent authorities of the Eurasian Economic Union Member States,
published surveys (in literature, etc.);
uptake of accreditation by competent authorities of the Member States (when
available);
complaints from public and health professionals to competent authorities of the
Member States about individual PILs;
company measures, e.g. uptake of further information, helpline usage, consumer
questions, etc;
invited comments from patient organisations, health professionals and public on
specific categories as part of planned category review.

