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GUIDANCE ON COMBINING PARENTERAL PRODUCT CONTAINERS ON
ONE PRODUCT AUTHORISATION

Criteria for including different container sizes on one PA

Several container sizes for the same liquid parenteral product may be included on one PA
when the different container sizes contain:

e the same active substance in the same concentration (strength) and formulation,

e presented in the same container type and material of construction,

e for which the clinical and pharmacological particulars in the SPC are the same.
Note that different container sizes of parenteral powders containing different quantities of
active substance cannot be combined as the strength of each container is defined as the total
quantity per container.

Same active substance in the same concentration and formulation

Each container must contain the same formulation in terms of quantitative and qualitative
composition of active substance and excipients per unit volume. Only the volume of
solution or suspension may differ. No differences in the manufacturing method or quality
control procedures are permitted, except for those details that directly relate to container size
(e.g., in-process or finished product limits for volume).

Same container type and material of construction

Container sizes listed on the one PA must be the same type of container and made from the
same materials. Glass and plastic containers are given separate PAs, as are each type of
plastic material. Containers which may be overwrapped in an outer packaging material can
be included on the same PA as containers which do not contain this overwrap. Containers
which are overwrapped in different materials may be included on the one PA.

Glass ampoules and vials are different container types and are given separate PAs. Vials of
up to 20 ml and bottles of the same construction but larger volumes may be included on one
PA.

Same clinical and pharmacological particulars in the SPC

The information in sections 4 and 5 of the SPC must be the same for all containers listed on
one PA. In relation to the clinical particulars, PAs may only be merged where the dose to be
given as a single administration is calculated on an individual patient basis (in mg/kg
bodyweight, in mg/m?) and any unused portion of the preparation is discarded (‘partial
use’). When the amount of active substance in the individual container is given in total as a
single administration (‘total use’), each container size represents a different strength of the
product and they generally cannot be included in one PA. This categorisation is consistent
with that given in the Guideline on Categorisation of New Applications (NA) versus
Variation Applications (V), January 2002. Further information on categorisation by dosage
regimen is given below.

. Patient-dependent dosing, ‘partial use’

Many products are given to patients according to their body weight or body surface
area or according to the clinical response achieved. Examples of such products are
cytotoxics, large volume electrolyte solutions, lipid emulsions, X-ray contrast media,
anaesthetic agents. For this type of product, the dose is calculated on an individual
patient basis, e.g. 4 mg/kg body weight, 50 mg/m* 5-10 ml/min, and the required
number of millilitres taken from one or more containers, after dilution if necessary.
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The strength of the product is usually defined as a concentration e.g. 6 mg/ml, which
is independent of the size of the container.

For these products, each container size represents a different fill volume or fill weight
of the same product and different container sizes may therefore be included on one
PA.

. Patient-independent dosing,‘ total use’

A different, and smaller, category of parenterals is those in which the dose is
independent of patient weight, body surface area, clinical state or degree of
deficiency. Many antibiotics are dosed in this way, as are some anti-psychotic agents.
The dose to be given is not calculated individually for each patient but is fixed, e.g.
400 mg three times daily, the contents of one ampoule every three weeks.

The total content of a container represents a single dose to be administered to the
patient, comparable with a single dose in a tablet or capsule. Each container therefore
represents a separate unit dose or strength of the product. Even where a range is
specified, e.g. 12.5 - 25 mg three times daily, 500 - 1000 mg four times a day, the
range is given in multiples of the total amount in one container or the total amount in
different size containers.

The strength is usually given as the total amount in each container (20 mg, 40 mg or
75 1.U., 150 L.U.) or the total amount per total volume (12.5 mg/ml, 25 mg/2 ml) or in
a few cases, the total volume (0.5 ml, 1.0 ml).

For these types of products, different container sizes represent different strengths and
they generally cannot be included in one PA.

. Mixed dosing

The approved dosage regimen for some products may contain fixed dosages for some
of the approved indications and patient-variable dosing for other indications. In these
cases, different container sizes will generally not be combined on one PA, particularly
where the products are long-established and each container size has a different
strength (e.g., 100 mg, 200mg...) or concentration (12.5 mg/ml, 25 mg/2ml...) in the
name. For new products, the decision as to whether or not they can be combined on
one PA will be taken on a case-by-case basis.

This categorisation based on dosage regimen is not to be confused with single dose and
multi dose parenterals which differ in the number of times the product can be used and
which usually have different formulations.

The IMB will advise applicants if they are in doubt as to whether or not their product would
meet the criteria for including several containers on one PA.

New applications for new parenteral products
One PA number will be assigned to different container sizes where they comply with the
criteria listed above.
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Merging PAs for existing products

Appropriate PAs which meet the above criteria may be merged either by a specific variation
application or at time of renewal of any of the PAs in the range. The PAs will be combined
to the first PA number in the series, e.g. PA 125/67/10-12 would be combined to PA
125/67/10. The redundant PA numbers will not be re-assigned to a new product.

The covering letter for such applications should clearly state the intention to merge the PAs
and indicate the PAs involved, their names, strengths and container types.

The fee for variations will be a simple fee at the bulk variation rate, calculated on the basis
of the number of PAs involved.

Unless specifically requested, the IMB will not merge PAs at renewal.

New application for a new container size to an existing PA or range of PAs

If only one PA exists, a new container size should be applied for by variation. If there is a
range of PAs which are suitable for merging, the preferred route is that the new container
should be applied for as a variation to the first PA in the range, and that the company would
also take the opportunity to submit a separate variation to merge the remaining PAs at the
same time.

A variation just to add a new container to the first PA in a range but not merge the
remaining PAs will only affect the first PA in the range and not the remaining ones.

A new container size for an existing range of PAs may also be granted a new PA number if
the company wishes to maintain separate PAs. In this case, a new application should be
submitted for the new PA.

Variations and maintenance fees

Variations and maintenance fees are charged on the basis of PA numbers, so that where
separate PAs exist for different container sizes, separate fees are payable in the case of each
PA.
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