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QRD Recommendations on the expression of strength
in the name of centrally authorised human medicinal products
(as stated in section 1 of SPC, and in the name section of labelling and PL)

1. General considerations

Directive 2001/83/EC requires a medicinal product to be labelled as “(invented) 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 the Guideline on Summary of Product Characteristics, 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 (Qualitative and quantitative composition) and section
4.2 (Posology and method of administration).

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.
This is different from the purpose of sections 2 and 6.5 in the SPC or section 2 of the labelling, where more detailed
and analytical information is given about the precise content of the product both in terms of active
substance/moiety and finished product. The strength in section 1 should, therefore, 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, 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 SPC/labelling. Where for instance strength in the name will reflect the total quantity of active
substance in the container only, other sections in the SPC/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 SPC/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.

Based on the considerations above, the experience gained with medicinal products labelling and the workshop held
with healthcare professionals in October 2008, the QRD Group proposed some draft recommendations for the
expression of strength of different pharmaceutical forms, 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 EMEA released the QRD recommendations for an external consultation phase and rather extensive comments
were received from a broad representation of interested parties. The outcome of the consultation reinforces the fact
that there are different practices across the EU when it comes to the labelling of medicinal products, especially for
parenteral preparations and products with a multidose presentation. These split views are well acknowledged by all
the stakeholders, however the overall message is the wish to achieve a harmonised approach, at least for the
centrally authorised medicinal products, and that led the EMEA to eventually release and implement the final
recommendations.

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.). They will apply to new marketing
authorisation applications in the Centralised Procedure as of 01/03/2010, and will not apply retrospectively to
authorised medicinal products. However, either at the request of CHMP or on a voluntary basis, MAHs may
consider changing the strength of their authorised medicinal products (in the course of a future regulatory
procedure requiring assessment), provided that this will not create confusion to patients and healthcare
professionals.
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2. Recommendations on the expression of strength in the name of centrally authorised medicinal products

It is acknowledged that a decision on the most appropriate ‘strength’ in the name of a centrally authorised
medicinal product will have to be taken on a case-by-case basis, and that exceptions to the general rules may be
acceptable and/or necessary.

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 trials’ 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.

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.

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 Container? Preferred strength in the name® Format®

Oral preparations

Solid unit-dose preparations Single dose Amount per unit dose zmg
(e.g. tablets, capsules)

Solid preparations Multi-dose Amount per unit weight X mg/g
(e.g. granules)

Semi-solid preparations Single dose Total amount in the container zmg
(e.g. oral paste, gel)

Semi-solid preparations Multi-dose Amount per unit weight X mg/g
(e.g. oral paste, gel)

Liquid preparations Single dose Total amount in the container zmg
(e.g. ampoule, sachet)

Liquid preparations Multi-dose Amount per unit volume X mg/ml
(e.g. oral solution)

Powders/granules for liquid Single dose Total amount in the container zmg

preparations

Powders/granules for liquid Multi-dose Amount per unit volume after reconstitution x mg/ml
preparations

! Ideally, the same approach to “strength’ should however already be considered for the labelling of investigational medicinal products.

2 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 (Ph Eur — 6 Edition 2009 (6.4)).

¥ Amount of active substance or moiety, as appropriate. The recommendations also apply to any other units.
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Parenteral preparations

EZ3

Liquid preparations Single dose Total amount in the container zmg
(in cases of
‘total’ use )
Single dose | Amount per unit volume x mg/ml~
(in cases of
‘partial’ use )
Liquid preparations Multi-dose Amount per unit volume x mg/ml
Powders for liquid preparations | Single dose Total amount in the container zmg
Powders for liquid preparations Multi-dose Amount per unit volume after reconstitution x mg/ml
Concentrates Single dose | Total amount in the container zmg"
(in cases of
‘total’ use )
Single dose Amount per unit volume before dilution x mg/ml™
(in cases of
‘partial’ use )
Concentrates Multi-dose Amount per unit volume before dilution x mg/ml
Implants
Implants Total amount in implant zmg

Cutaneous, transdermal (according to standard terms), rectal, vaginal, oromucosal and gingiva

preparations

Solid preparations Single dose Amount per unit dose zmg
(e.g. suppository, tablet, capsule)

Solid preparations Multi-dose Amount per unit weight X mg/g
(e.g. powder)

Transdermal preparations for Single dose Nominal amount released per unit time xmgly h
systemic use

(e.g. transdermal patch)

Transdermal preparations for Single dose Total amount in the patch zmg
local use

(e.g. transdermal patch)

Semi-solid preparations Single dose Amount per unit weight X mg/g
(e.g. cream, gel, ointment) Multi-dose

Liquid preparations Single dose Total amount in the container zmg
Liquid preparations Multi-dose Amount per unit volume x mg/ml
Preparations for inhalation

Inhalation products Single dose Amount per delivered dose x mg/dose
(e.g. hard capsules, pressurised Multi-dose

products, gases)

Nebuliser solution/ Single dose Total amount in the container zmg
suspension/emulsion

Nebuliser solution/ Multi-dose Amount per unit volume x mg/ml
suspension/emulsion
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Eye, ear and nose preparations

Liquid preparations Single dose Amount per unit volume x mg/ml
Multi-dose

Semi-solid preparations Single dose Amount per unit weight X mg/g

(e.g. ointment) Multi-dose

" 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/m?) and any unused portion of the preparation is to be discarded.

" 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 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.

" 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”.
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