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EMER Note forguitance on the imvestigation of
nioavailability and bioeguivalence

2.3 Bioavailability

Bioavailability means the rate and extent to which the active substance or active moiety is
absorbed from a pharmaceutical form and becomes available at the site of action.

In the majority of cases substances are intended to exhibit a systemic therapeutic effect, and a
more practical definition can then be given, taking into consideration that the substance in the
general circulation is in exchange with the substance at the site of action:

-Bioavailability is understood to be the extent and the rate at which a substance or its
active moiety is delivered from a pharmaceutical form and becomes available in the
general circulation.

It may be useful to distinguish between the "absolute bioavailability" of a given dosage form
as compared with that (100%) following intravenous administration (e.g. oral solution vs. 1v.),
and the "relative bioavailability” as compared with another form administered by the same or
another non intravenous route (e.g. tablets vs. oral solution).
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2.4 Bioequivalence

Two medicinal products are bioequivalent if they are pharmaceutically equivalent or
pharmaceutical alternatives and if their bioavailabilities after administration in the same molar
dose are similar to such degree that their effects, with respect to both efficacy and safety, will
be essentially the same.

Alternatively to classical bioavailability studies using pharmacokinetic end points to assess
bioequivalence, other types of studies can be envisaged, e.g. human studies with clinical or
pharmacodynamic end points, studies using animal models or in vitro studies as long as they
are appropriately justified and/or validated.
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EMER Note forguitance on the imvestigation of
nioavailability and bioeguivalence

2.1 Pharmaceutical equivalence

<

Medicinal products are pharmaceutically equivalent if they contain the same amount of the
same active substance(s) in the same dosage forms that meet the same or comparable
standards.

A

Pharmaceutical equivalence does not necessarily imply bioequivalence as differences in the
excipients and/or the manufacturing process can lead to faster or slower dissolution and/or
absorption.

A

2.2 Pharmaceutical alternatives

Medicinal products are pharmaceutical alternatives if they contain the same active moiety but
differ in chemical form (salt, ester, etc.) of that moiety or in the dosage form or strength.

A
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2.5 Essentially similar products

The current EU definition for essentially similar products i1s as follows (see "The rules
governing medicinal products in the European Union", Notice to Applicants, Vol. 2A in
accordance with the December 1998 European Court of Justice ruling in the “Generics”
case):

“A medicinal product 1s essentially similar to an original product where it satisfies the criteria
of having the same qualitative and quantitative composition in terms of active substances, of
having the same pharmaceutical form, and of being bioequivalent unless it 1s apparent in the
light of scientific knowledge that it differs from the original product as regards safety and
efficacy”.

By extension, it 1s generally considered that for immediate release products the concept of
essential similarity also applies to different oral forms (tablets and capsules) with the same
active substance.
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The need for a comparative bioavailability study to demonstrate bioequivalence is identified
under 5.1. Concerns about differences in essentially similar medicinal products lie on the use
of different excipients and methods of manufacture that ultimately might have an influence on
safety and efficacy. A bioequivalence study is the widely accepted means of demonstrating
that these differences have no impact on the performance of the formulation with respect to
rate and extent of absorption, in the case of immediate release dosage forms. It is desirable
that excipients must be devoid of any effect or their safe use is ensured by appropriate

warning in the package label — see guideline on excipients in the label and package leaflet:
“The Rules Governing Medicinal Products in the European Union”, 1998, Vol. 3B, - and not
interfere with either the release or the absorption process.

An essentially similar product can be used instead of its innovator product. An ‘innovator’
product is a medicinal product authorised and marketed on the basis of a full dossier ie.
including chemical, biological, pharmaceutical, pharmacological-toxicological and clinical
data. A 'Reference Product' must be an 'innovator' product (see 3.5).
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2.6 Therapeutic equivalence

A medicinal product 1s therapeutically equivalent with another product if it contains the same
active substance or therapeutic moiety and, clinically, shows the same efficacy and safety as
that product, whose efficacy and safety has been established.

In practice, demonstration of bioequivalence is generally the most appropriate method of
substantiating therapeutic equivalence between medicinal products, which are

pharmaceutically equivalent or pharmaceutical alternatives, provided they contain excipients
generally recognised as not having an influence on safety and efficacy and comply with
labelling requirements with respect to excipients. (see 2.5).

However, in some cases where similar extent of absorption but different rates of absorption
are observed the products can still be judged therapeutically equivalent if those differences are
not of therapeutic relevance. A clinical study to prove that differences in absorption rate are
not therapeutically relevant will probably be necessary.




In general, single dose studies will suffice, but there are situations in which steady-state
studies

. may be required, e.g. in the case of
- dose- or time-dependent pharmacokinetics,
- some modified release products (in addition to single dose investigations),
or can be considered, e.g.

- if problems of sensitivity preclude sufficiently precise plasma concentration
measurements after single dose administration.

if the intra-individual variability in the plasma concentration or disposition
precludes the possibility of demonstrating bioequivalence in a reasonably sized
single dose study and this variability is reduced at steady state.

In such steady-state studies the administration scheme should follow the usual dosage
recommendations.

A LA LA A A A
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5.1 Bioequivalence studies

In vivo bioequivalence studies are needed when there is a risk that possible differences in
bioavailability may result in therapeutic inequivalence.

The kind of studies to be performed may vary with the type of product, as follows.
5.1.1 Oral Immediate Release Forms with Systemic Action

This section pertains to dosage forms such as tablets, capsules and oral suspensions and takes
into consideration criteria derived from the concepts underlying the Biopharmaceutics

Classification System, i.e. high solubility, high permeability for the active substance and high
dissolution rate for the medicinal product. These criteria, along with a non-critical therapeutic
range should be primarily considered; therefore the following characteristics have to be taken
into account in order to justify the request for exemption from in vivo bioequivalence studies.
Hence data must be supplied to justify the absence of such studies.




Characteristics related to the active substance:

1-

risk of therapeutic failure or adverse drug reactions:

this risk depends on the requirements of special precautions with respect to
precision and accuracy of dosing of the active substance, e.g. the need for critical
plasma concentrations;

risk of bioinequivalence:

evidence of bioavailability problems or bioinequivalence exists for some specific
active substances;

solubility:

When the active substance i1s highly water soluble, the product could be in general
exempted from bioquivalence studies unless, considering the other characteristics,
the exemption could entail a potential risk. Polymorphism and particle size are
major determinants of dissolution rate and special attention should be paid to
these characteristics. An active substance is considered highly water soluble if the
amount contained in the highest dose strength of an immediate release product is
dissolved in 250 ml of each of three buffers within the range of pH 1-8 at 37°C
(preferably at or about pH 1.0, 4.6, 6.8);

pharmacokinetic properties:

linear and complete absorption indicating high permeability reduces the
possibility of an immediate release dosage form influencing the bioavailability.




b)

Characteristics related to the medicinal product:

1-

rapid dissolution

in case of exemption from bioequivalence studies, in vitro data should
demonstrate the similarity of dissolution profile between the test product and the
reference product in each of three buffers within the range of pH 1-8 at 37°C
(preferably at or about pH 1.0, 4.6, 6.8). However, in cases where more than 85%
of the active substance are dissolved within 15 minutes, the similarity of dissolution

profiles may be accepted as demonstrated (see appendix II);

excipients

the excipients included in the composition of the medicinal product are well
established and no interaction with the pharmacokinetics of the active substance is
expected. In case of atypically large amounts of known excipients or new
excipients being used, additional documentation has to be submitted:

manufacture

the method of manufacture of the finished product in relation with critical
physicochemical properties of the active substance (e.g. particle size,
polymorphism) should be adequately addressed and documented in the
development pharmaceutics section of the dossier.




5.2 In Vitro Dissolution

Dissolution studies are always necessary and consequently required. . In vitro dissolution
testing forms a part of the assessment of a bioequivalence waiver request based on criteria as
described in section 5.1. Dissolution studies must follow the guidance as laid out in Appendix
II.

5.3 Variations

If a product has been reformulated from the formulation initially approved or the
manufacturing method has been modified by the manufacturer in ways that could be

considered to impact on the bioavailability, a bioequivalence study is required, unless
otherwise justified. Any justification presented should be based upon general considerations,
e.g. as per 5.1.1, or on whether an acceptable in vivo / in vitro correlation has been
established.




5.4 Dose proportionality in immediate release oral dosage forms

If a new application concerns several strengths of the active substance a bioequivalence study
investigating only one strength may be acceptable. However the choice of the strength used
should be justified on analytical, pharmacokinetic and safety grounds. Furthermore all of the
following conditions should be fulfilled:

e  the pharmaceutical products are manufactured by the same manufacturer and process;

. the drug input has been shown to be linear over the therapeutic dose range (if this is not
the case the strengths where the sensitivity 1s largest to identify differences in the two
products should be used);

the qualitative composition of the different strengths is the same;

the ratio between amounts of active substance and excipients is the same, or, in the case
of preparations containing a low concentration of the active substance (less than 5%),
the ratio between the amounts of excipients is similar;

the dissolution profile should be similar under identical conditions for the additional
strengths and the strength of the batch used in the bioequivalence study:.
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5.1 Prolonged release formulations

Prolonged release formulations can be assessed as bioequivalent on the basis of single and multiple
dose studies which are designed to demonstrate that:

. the test formulation exhibits the claimed prolonged release characteristics of the reference;

. the active drug substance is not released unexpectantly from the test formulation (dose
dumping);

. performance of the test and the reference formulation is equivalent after single dose and at
steady state;

. the effect of food on the in vivo performance is comparable for both formulations when a
single dose study is conducted comparing equal doses of the test formulation with those of
the reference formulations administered immediately after a predefined high fat meal. This
study should be conducted with the same strength as those of the pivotal bioequivalence
studies.



In case of prolonged release single unit formulations with multiple strengths, a single dose study
under fasting conditions is required for each strength. Studies at steady state may be conducted
with the highest strength only if the same criteria for extrapolating bioequivalence studies are
fulfilled as described in the Note for Guidance for immediate release forms (linear
pharmacokinetics, same qualitative composition ect.).

For multiple unit formulations of a medicinal product showing linear pharmacokinetics with
multiple strengths a single dose study under fasting conditions on the highest strength 1s sufficient,
provided that the compositions of the lower strengths are proportional to that of the highest
strength, the formulations contain identical beads or pellets and the dissolution profiles are
acceptable.

Assessment of bioequivalence will be based on AUC:, Cuax and Cyin applying similar statistical
procedures as for the immediate release formulations.

Any widening of the acceptance criteria should be established prospectively in the clinical study
protocols. They should be justified from a clinical point of view by the applicant.
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anxiety about taking your

generic drug,

read this ad and repeat
as needed.

FDA ensures that your generic drug is safe and effective. All generic drugs
are put through a rigorous, multi-step approval process. From quality and
performance to manufacturing and labeling, everything must meet FDA's
high standards. We make it tough to become a generic drug in America so
it's easy for you to rest assured. Call 1-888-INFO-FDA or

visit our website at www.fda.gov/cder/ to learn more. lﬂ
Generic Drugs: Safe. Effective. FDA Approved. U5 Food and Drug Administration

U.5. DEPARTMENT OF HEALTH AND HUMAN SERVICES

You know that question
that goes through your mind
when you take your

generic drug?

Here's the answer.

FDA ensures that your generic drug is safe and effective. All generic drugs
are put through a rigorous, multi-step approval process. From quality and
performance to manufacturing and labeling, everything must meet FDA's
high standards. We make it tough to become a generic drug in America so
it's easy for you to rest assured. Call 1-888-INFO-FDA

or visit our website at www.fda.gov/cder/ to learn more. q
Generic Drugs: Safe. Effective. FDA Approved. v rodsm o aninsiaion

U.5. DEPARTMENT OF HEALTH AND HUMAN SERVICES
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