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1. INTRODUCTION

1.1 Objective of the guideline

This guideline is intended to assist to the extent possible, in the establishment of a single set
of global specifications for new drug substances and new drug products. It provides guidance
on the setting and justification of acceptance criteria and the selection of test procedures for
new drug substances of synthetic chemical origin, and new drug products produced from
them, which have not been registered previously in the United States, the European Union, or
Japan.

1.2 Background

A specification is defined as a list of tests, references to analytical procedures, and appropriate
acceptance criteria, which are numerical limits, ranges, or other criteria for the tests described.
It establishes the set of criteria to which a drug substance or drug product should conform to
be considered acceptable for its intended use. "Conformance to specifications" means that the
drug substance and / or drug product, when tested according to the listed analytical
procedures, will meet the listed acceptance criteria. Specifications are critical quality
standards that are proposed and justified by the manufacturer and approved by regulatory
authorities as conditions of approval.

Specifications are one part of a total control strategy for the drug substance and drug product
designed to ensure product quality and consistency. Other parts of this strategy include
thorough product characterization during development, upon which specifications are based,
and adherence to Good Manufacturing Practices; e.g., suitable facilities, a validated
manufacturing process, validated test procedure, raw material testing, in-process testing,
stability testing, etc.

Specifications are chosen to confirm the quality of the drug substance and drug product rather
than to establish full characterization, and should focus on those characteristics found to be
useful in ensuring the safety and efficacy of the drug substance and drug product.

1.3 Scope of the guideline

The quality of drug substances and drug products is determined by their design, development,
in-process controls, GMP controls, and process validation, and by specifications applied to
them throughout development and manufacture. This guideline addresses specifications, i.c.,
those tests, procedures, and acceptance criteria which play a major role in assuring the quality
of the new drug substance and new drug product at release and during shelf life.
Specifications are an important component of quality assurance, but are not its only
component. All of the considerations listed above are necessary to ensure consistent
production of drug substances and drug products of high quality.

This guideline addresses only the marketin

combination products) and, where applicable, new drug substances; it does not address drug
substances or drug products during the clinical research stages of drug development. This
guideline may be applicable to synthetic and semi-synthetic antibiotics and synthetic peptides
of low molecular weight; however, it is not sufficient to adequately describe specifications of
higher molecular weight peptides and polypeptides, and biotechnological/biological products.
The ICH Guideline Specifications: Test Procedures and Acceptance Criteria for
Biotechnological/Biological Products addresses guideline specifications, tests and procedures
for biotechnological/biological products. Radiopharmaceuticals, products of fermentation,
oligonucleotides, herbal products and crude products of animal or plant origin are similarly
not covered.
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Guidance is provided with regard to acceptance criteria which should be established for all
new drug substances and new drug products, i.e. universal acceptance criteria, and those that
are considered specific to individual drug substances and / or dosage forms. This guideline
should not be considered all encompassing. New analytical technologies, and modifications
to existing technology, are continually being developed. Such technologies should be used
when justified.

Dosage forms addressed in this guideline include solid oral dosage forms, liquid oral dosage
forms, and parenterals (small and large volume). This is not meant to be an all-inclusive list,
or to limit the number of dosage forms to which this guideline applies. The dosage forms
presented serve as models, which may be applicable to other dosage forms which have not
been discussed. The extended application of the concepts in this guideline to other dosage
forms, e.g., to inhalation dosage forms (powders, solutions, etc.), to topical formulations
(creams, ointments, gels), and to transdermal systems, is encouraged.

2. GENERAL CONCEPTS

The following concepts are important in the development and setting of harmonized
specifications. They are not universally applicable, but each should be considered in particular
circumstances. This guideline presents a brief definition of each concept and an indication of
the circumstances under which it may be applicable. Generally, proposals to implement these
concepts should be justified by the applicant and approved by the appropriate regulatory
authority before being put into effect.

2.1. Periodic or skip testing

Periodic or skip testing is the performance of specified tests at release on pre-selected batches
and / or at predetermined intervals, rather than on a batch-to-batch basis with the
understanding that those batches not being tested still must meet all acceptance criteria
established for that product. This represents a less than full schedule of testing and should
therefore be justified and presented to and approved by the regulatory authority prior to
implementation. This concept may be applicable to, for example, residual solvents and
microbiological testing, for solid oral dosage forms. It is recognized that only limited data
may be available at the time of submission of an application (see section 2.5). This concept
should therefore generally be implemented post-approval. When tested, any failure to meet
acceptance criteria established for the periodic test should be handled by proper notification of
the appropriate regulatory authority(ies). If these data demonstrate a need to restore routine
testing, then batch by batch release testing should be reinstated.

2.2. Release vs. shelf-life acceptance criteria

The concept of different acceptance criteria for release vs. shelf-life specifications applies to
drug products only; it pertains to the establishment of more restrictive criteria for the release
of a drug product than are applied to the she'

include assay and impurity (degradation prod

concept may only be applicable to in-house criteria, and not to the regulatory release criteria.
Thus, in these regions, the regulatory acceptance criteria are the same from release throughout
shelf-life; however, an applicant may choose to have tighter in-house limits at the time of
release to provide increased assurance to the applicant that the product will remain within the
regulatory acceptance criterion throughout its shelf-life. In the European Union there is a
regulatory requirement for distinct specifications for release and for shelf-life where different.
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2.3 In-process tests

In-process tests, as presented in this guideline, are tests which may be performed during the
manufacture of either the drug substance or drug product, rather than as part of the formal
battery of tests which are conducted prior to release.

In-process tests which are only used for the purpose of adjusting process parameters within an
operating range, e.g., hardness and friability of tablet cores which will be coated and
individual tablet weights, are not included in the specification.

Certain tests conducted during the manufacturing process, where the acceptance criterion is
identical to or tighter than the release requirement, (e.g., pH of a solution) may be sufficient to
satisfy specification requirements when the test is included in the specification. However, this
approach should be validated to show that test results or product performance characteristics
do not change from the in-process stage to finished product.

2.4. Design and development considerations

The experience and data accumulated during the development of a new drug substance or
product should form the basis for the setting of specifications. It may be possible to propose
excluding or replacing certain tests on this basis. Some examples are:

. microbiological testing for drug substances and solid dosage forms which have
been shown during development not to support microbial viability or growth
(see Decision Trees #6 and #8).

. extractables from product containers where it has been reproducibly shown that
either no extractables are found in the drug product or the levels meet accepted
standards for safety.

. particle size testing may fall into this category, may be performed as an in-process
test, or may be performed as a release test, depending on its relevance to product
performance.

. dissolution testing for immediate release solid oral drug products made from

highly water soluble drug substances may be replaced by disintegration testing, if
these products have been demonstrated during development to have consistently
rapid drug release characteristics (see Decision Trees #7(1) through #7(2)).

2.5. Limited data available at filing

It is recognized that only a limited amount of data may be available at the time of filing,
which can influence the process of setting acceptance criteria. As a result it may be necessary
to propose revised acceptance criteria as additional experience is gained with the manufacture
of a particular drug substance or drug product (example: acceptance limits for a specific
impurity). The basis for the acceptance criteria at the time of filing should necessarily focus
on safety and efficacy.

When only limited data are available, the in

should be reviewed as more information is collected, with a view towards possible
modification. This could involve loosening, as well as tightening, acceptance criteria as
appropriate.

2.6 Parametric release

Parametric release can be used as an operational alternative to routine release testing for the
drug product in certain cases when approved by the regulatory authority. Sterility testing for
terminally sterilized drug products is one example. In this case, the release of each batch is
based on satisfactory results from monitoring specific parameters, e.g., temperature, pressure,
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and time during the terminal sterilization phase(s) of drug product manufacturing. These
parameters can generally be more accurately controlled and measured, so that they are more
reliable in predicting sterility assurance than is end-product sterility testing. Appropriate
laboratory tests (e.g., chemical or physical indicator) may be included in the parametric
release program. It is important to note that the sterilization process should be adequately
validated before parametric release is proposed and maintenance of a validated state should be
demonstrated by revalidation at established intervals. When parametric release is performed,
the attribute which is indirectly controlled (e.g., sterility), together with a reference to the
associated test procedure, still should be included in the specifications.

2.7 Alternative procedures

Alternative procedures are those which may be used to measure an attribute when such
procedures control the quality of the drug substance or drug product to an extent that is
comparable or superior to the official procedure. Example: for tablets that have been shown
not to degrade during manufacture, it may be permissible to use a spectrophotometric
procedure for release as opposed to the official procedure, which is chromatographic.
However, the chromatographic procedure should still be used to demonstrate compliance with
the acceptance criteria during the shelf-life of the product.

2.8 Pharmacopoeial tests and acceptance criteria

References to certain procedures are found in pharmacopoeias in each region. Wherever they
are appropriate, pharmacopoeial procedures should be utilized. Whereas differences in
pharmacopoeial procedures and/or acceptance criteria have existed among the regions, a
harmonized specification is possible only if the procedures and acceptance criteria defined are
acceptable to regulatory authorities in all regions.

The full utility of this Guideline is dependent on the successful completion of harmonization
of pharmacopoeial procedures for several attributes commonly considered in the specification
for new drug substances or new drug products. The Pharmacopoeial Discussion Group
(PDG) of the European Pharmacopoeia, the Japanese Pharmacopoeia, and the United States
Pharmacopeia has expressed a commitment to achieving harmonization of the procedures in a
timely fashion.

Where harmonization has been achieved, an appropriate reference to the harmonized
procedure and acceptance criteria is considered acceptable for a specification in all three
regions. For example, after harmonization sterility data generated using the JP procedure, as
well as the JP procedure itself and its acceptance criteria, are considered acceptable for
registration in all three regions. To signify the harmonized status of these procedures, the
pharmacopoeias have agreed to include a statement in their respective texts which indicates
that the procedures and acceptance criteria from all three pharmacopoeias are considered
equivalent and are, therefore, interchangeable.

Since the overall value of this Guideline is

analytical procedures and acceptance criteri:

members of the Q6A expert working group that none of the three pharmacopoeias should
change a harmonized monograph unilaterally. According to the PDG procedure for the
revision of harmonized monographs and chapters, “no pharmacopoeia shall revise unilaterally
any monograph or chapter after sign-off or after publication.”

2.9 Evolving technologies

New analytical technologies, and modifications to existing technology, are continually being
developed. Such technologies should be used when they are considered to offer additional
assurance of quality, or are otherwise justified.
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2.10 Impact of drug substance on drug product specifications

In general, it should not be necessary to test the drug product for quality attributes uniquely
associated with the drug substance. Example: it is normally not considered necessary to test
the drug product for synthesis impurities which are controlled in the drug substance and are
not degradation products. Refer to the ICH Guideline Impurities in New Drug Products for
detailed information.

2.11 Reference standard

A reference standard, or reference material, is a substance prepared for use as the standard in
an assay, identification, or purity test. It should have a quality appropriate to its use. It is
often characterized and evaluated for its intended purpose by additional procedures other than
those used in routine testing. For new drug substance reference standards intended for use in
assays, the impurities should be adequately identified and / or controlled, and purity should be
measured by a quantitative procedure.

3.  GUIDELINES
3.1 Specifications: Definition and justification
3.1.1. Definition of specifications

A specification is defined as a list of tests, references to analytical procedures, and appropriate
acceptance criteria which are numerical limits, ranges, or other criteria for the tests described.
It establishes the set of criteria to which a new drug substance or new drug product should
conform to be considered acceptable for its intended use. "Conformance to specifications"
means that the drug substance and / or drug product, when tested according to the listed
analytical procedures, will meet the listed acceptance criteria. Specifications are critical
quality standards that are proposed and justified by the manufacturer and approved by
regulatory authorities as conditions of approval.

It is possible that, in addition to release tests, a specification may list in-process tests as
defined in 2.3, periodic (skip) tests, and other tests which are not always conducted on a
batch-by-batch basis. In such cases the applicant should specify which tests are routinely
conducted batch-by-batch, and which tests are not, with an indication and justification of the
actual testing frequency. In this situation, the drug substance and / or drug product should
meet the acceptance criteria if tested.

It should be noted that changes in the specification after approval of the application may need
prior approval by the regulatory authority.

3.1.2. Justification of specifications

When a specification is first proposed, justification should be presented for each procedure
and each acceptance criterion included. The ju

data, pharmacopoeial standards, test data fo

toxicology and clinical studies, and results from accelerated and long term stability studies, as
appropriate. Additionally, a reasonable range of expected analytical and manufacturing
variability should be considered. It is important to consider all of this information.

Approaches other than those set forth in this guideline may be applicable and acceptable. The
applicant should justify alternative approaches. Such justification should be based on data
derived from the new drug substance synthesis and/or the new drug product manufacturing
process. This justification may consider theoretical tolerances for a given procedure or
acceptance criterion, but the actual results obtained should form the primary basis for
whatever approach is taken.
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Test results from stability and scale-up / validation batches, with emphasis on the primary
stability batches, should be considered in setting and justifying specifications. If multiple
manufacturing sites are planned, it may be valuable to consider data from these sites in
establishing the initial tests and acceptance criteria. This is particularly true when there is
limited initial experience with the manufacture of the drug substance or drug product at any
particular site. If data from a single representative manufacturing site are used in setting tests
and acceptance criteria, product manufactured at all sites should still comply with these
criteria.

Presentation of test results in graphic format may be helpful in justifying individual
acceptance criteria, particularly for assay values and impurity levels. Data from development
work should be included in such a presentation, along with stability data available for new
drug substance or new drug product batches manufactured by the proposed commercial
processes. Justification for proposing exclusion of a test from the specification should be
based on development data and on process validation data (where appropriate).

3.2 Universal tests/criteria

Implementation of the recommendations in the following section should take into account the
ICH Guidelines Text on Validation of Analytical Procedures and Validation of Analytical
Procedures: Methodology.

3.2.1. New drug substances

The following tests and acceptance criteria are considered generally applicable to all new drug
substances.

a) Description: a qualitative statement about the state (e.g. solid, liquid) and color of the new
drug substance. If any of these characteristics change during storage, this change should be
investigated and appropriate action taken.

b) Identification: identification testing should optimally be able to discriminate between
compounds of closely related structure which are likely to be present. Identification tests
should be specific for the new drug substance, e.g., infrared spectroscopy. Identification
solely by a single chromatographic retention time, for example, is not regarded as being
specific. However, the use of two chromatographic procedures, where the separation is based
on different principles or a combination of tests into a single procedure, such as HPLC/UV
diode array, HPLC/MS, or GC/MS is generally acceptable. If the new drug substance is a
salt, identification testing should be specific for the individual ions. An identification test that
is specific for the salt itself should suffice.

New drug substances which are optically active may also need specific identification testing
or performance of a chiral assay. Please refer to 3.3.1.d) in this Guideline for further
discussion of this topic.

¢) Assay: A specific, stability-indicating procedure should be included to determine the
content of the new drug substance. In many ce
(e.g., HPLC) for both assay of the new drug suo

In cases where use of a non-specific assay is justified, other supporting analytical procedures
should be used to achieve overall specificity. For example, where titration is adopted to assay
the drug substance, the combination of the assay and a suitable test for impurities should be
used.

d) Impurities: Organic and inorganic impurities and residual solvents are included in this
category. Refer to the ICH Guidelines Impurities in New Drug Substances and Residual
Solvents in Pharmaceuticals for detailed information.
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Decision tree #1 addresses the extrapolation of meaningful limits on impurities from the body
of data generated during development. At the time of filing it is unlikely that sufficient data
will be available to assess process consistency. Therefore it is considered inappropriate to
establish acceptance criteria which tightly encompass the batch data at the time of filing. (see
section 2.5)

3.2.2. New drug products

The following tests and acceptance criteria are considered generally applicable to all new drug
products:

a) Description: A qualitative description of the dosage form should be provided (e.g., size,
shape, and color). If any of these characteristics change during manufacture or storage, this
change should be investigated and appropriate action taken. The acceptance criteria should
include the final acceptable appearance. If color changes during storage, a quantitative
procedure may be appropriate.

b) Identification: ldentification testing should establish the identity of the new drug
substance(s) in the new drug product and should be able to discriminate between compounds
of closely related structure which are likely to be present. Identity tests should be specific for
the new drug substance, e.g., infrared spectroscopy. Identification solely by a single
chromatographic retention time, for example, is not regarded as being specific. However, the
use of two chromatographic procedures, where the separation is based on different principles,
or combination of tests into a single procedure, such as HPLC/UV diode array, HPLC/MS, or
GC/MS, is generally acceptable.

c) Assay: A specific, stability-indicating assay to determine strength (content) should be
included for all new drug products. In many cases it is possible to employ the same procedure
(e.g., HPLC) for both assay of the new drug substance and quantitation of impurities. Results
of content uniformity testing for new drug products can be used for quantitation of drug
product strength, if the methods used for content uniformity are also appropriate as assays.

In cases where use of a non-specific assay is justified, other supporting analytical procedures
should be used to achieve overall specificity. For example, where titration is adopted to assay
the drug substance for release, the combination of the assay and a suitable test for impurities
can be used. A specific procedure should be used when there is evidence of excipient
interference with the non-specific assay.

d) Impurities: Organic and inorganic impurities (degradation products) and residual solvents
are included in this category. Refer to the ICH Guidelines Impurities in New Drug Products
and Residual Solvents for detailed information.

Organic impurities arising from degradation of the new drug substance and impurities that
arise during the manufacturing process for the drug product should be monitored in the new
drug product. Acceptance limits should be stated for individual specified degradation
products, which may include both identifi

appropriate, and total degradation products. P

synthesis are normally controlled during drug substance testing, and therefore are not included
in the total impurities limit. However, when a synthesis impurity is also a degradation
product, its level should be monitored and included in the total degradation product limit.
When it has been conclusively demonstrated via appropriate analytical methodology, that the
drug substance does not degrade in the specific formulation, and under the specific storage
conditions proposed in the new drug application, degradation product testing may be reduced
or eliminated upon approval by the regulatory authorities.

Decision tree #2 addresses the extrapolation of meaningful limits on degradation products
from the body of data generated during development. At the time of filing it is unlikely that
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sufficient data will be available to assess process consistency. Therefore it is considered
inappropriate to establish acceptance criteria which tightly encompass the batch data at the
time of filing. (see section 2.5)

3.3 Specific tests/criteria

In addition to the universal tests listed above, the following tests may be considered on a case
by case basis for drug substances and/or drug products. Individual tests/criteria should be
included in the specification when the tests have an impact on the quality of the drug
substance and drug product for batch control. Tests other than those listed below may be
needed in particular situations or as new information becomes available.

3.3.1. New drug substances

a) Physicochemical properties: These are properties such as pH of an aqueous solution,
melting point / range, and refractive index. The procedures used for the measurement of these
properties are usually unique and do not need much elaboration, e.g., capillary melting point,
Abbé refractometry. The tests performed in this category should be determined by the
physical nature of the new drug substance and by its intended use.

b) Particle size: For some new drug substances intended for use in solid or suspension drug
products, particle size can have a significant effect on dissolution rates, bioavailability, and /
or stability. In such instances, testing for particle size distribution should be carried out using
an appropriate procedure, and acceptance criteria should be provided.

Decision tree #3 provides additional guidance on when particle size testing should be
considered.

¢) Polymorphic forms: Some new drug substances exist in different crystalline forms which
differ in their physical properties. Polymorphism may also include solvation or hydration
products (also known as pseudopolymorphs) and amorphous forms. Differences in these
forms could, in some cases, affect the quality or performance of the new drug products. In
cases where differences exist which have been shown to affect drug product performance,
bioavailability or stability, then the appropriate solid state should be specified.

Physicochemical measurements and techniques are commonly used to determine whether
multiple forms exist. Examples of these procedures are: melting point (including hot-stage
microscopy), solid state IR, X-ray powder diffraction, thermal analysis procedures (like DSC,
TGA and DTA), Raman spectroscopy, optical microscopy, and solid state NMR.

Decision trees #4(1) through 4(3) provide additional guidance on when, and how,
polymorphic forms should be monitored and controlled.

Note: These decision trees should be followed sequentially. Trees 1 and 2 consider whether
polymorphism is exhibited by the drug substance, and whether the different polymorphic
forms can affect performance of the drug product. Tree 3 should only be applied when
polymorphism has been demonstrated for tk

properties. Tree 3 considers the potential f

product, and whether such a change has any effect on product performance.

It is generally technically very difficult to measure polymorphic changes in drug products. A
surrogate test (e.g., dissolution) (see Decision tree 4(3)) can generally be used to monitor
product performance, and polymorph content should only be used as a test and acceptance
criterion of last resort.

d) Tests for chiral new drug substances: Where a new drug substance is predominantly one
enantiomer, the opposite enantiomer is excluded from the qualification and identification
thresholds given in the ICH Guidelines on Impurities in New Drug Substances and Impurities
in New Drug Products because of practical difficulties in quantifying it at those levels.
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However, that impurity in the chiral new drug substance and the resulting new drug product(s)
should otherwise be treated according to the principles established in those Guidelines.

Decision tree #5 summarizes when and if chiral identity tests, impurity tests, and assays may
be needed for both new drug substances and new drug products, according to the following
concepts:

Drug Substance: Impurities. For chiral drug substances which are developed as a single
enantiomer, control of the other enantiomer should be considered in the same manner as
for other impurities. However, technical limitations may preclude the same limits of
quantification or qualification from being applied. Assurance of control also could be
given by appropriate testing of a starting material or intermediate, with suitable
justification.

Assay. An enantioselective determination of the drug substance should be part of the
specification. It is considered acceptable for this to be achieved either through use of a
chiral assay procedure or by the combination of an achiral assay together with
appropriate methods of controlling the enantiomeric impurity.

Identity. For a drug substance developed as a single enantiomer, the identity test(s)
should be capable of distinguishing both enantiomers and the racemic mixture. For a
racemic drug substance, there are generally two situations where a stereospecific
identity test is appropriate for release/acceptance testing: 1) where there is a significant
possibility that the enantiomer might be substituted for the racemate, or 2) when there is
evidence that preferential crystallization may lead to unintentional production of a non-
racemic mixture.

Drug Product: Degradation products. Control of the other enantiomer in a drug product
is considered necessary unless racemization has been shown to be insignificant during
manufacture of the dosage form, and on storage.

Assay: An achiral assay may be sufficient where racemization has been shown to be
insignificant during manufacture of the dosage form, and on storage. Otherwise a chiral
assay should be used, or alternatively, the combination of an achiral assay plus a
validated procedure to control the presence of the opposite enantiomer may be used.

Identity: A stereospecific identity test is not generally needed in the drug product
release specification. When racemization is insignificant during manufacture of the
dosage form, and on storage, stereospecific identity testing is more appropriately
addressed as part of the drug substance specification. When racemization in the dosage
form is a concern, chiral assay or enantiomeric impurity testing of the drug product will
serve to verify identity.

e) Water content: This test is important in cases where the new drug substance is known to be
hygroscopic or degraded by moisture or when the drug substance is known to be a
stoichiometric hydrate. The acceptance criteri

hydration or moisture absorption. In some

considered adequate; however, a detection procedure that 1s specitic tor water (e.g., Karl
Fischer titration) is preferred.

f) Inorganic impurities: The need for inclusion of tests and acceptance criteria for inorganic
impurities (e.g., catalysts) should be studied during development and based on knowledge of
the manufacturing process. Procedures and acceptance criteria for sulfated ash / residue on
ignition should follow pharmacopoeial precedents; other inorganic impurities may be
determined by other appropriate procedures, e.g., atomic absorption spectroscopy.

g) Microbial limits: There may be a need to specify the total count of aerobic
microorganisms, the total count of yeasts and molds, and the absence of specific objectionable
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bacteria (e.g., Staphylococcus aureus, Escherichia coli, Salmonella, Pseudomonas
aeruginosa). These should be suitably determined using pharmacopoeial procedures. The
type of microbial test(s) and acceptance criteria should be based on the nature of the drug
substance, method of manufacture, and the intended use of the drug product. For example,
sterility testing may be appropriate for drug substances manufactured as sterile and endotoxin
testing may be appropriate for drug substances used to formulate an injectable drug product.

Decision tree #6 provides additional guidance on when microbial limits should be included.
3.3.2. New drug products

Additional tests and acceptance criteria generally should be included for particular new drug
products. The following selection presents a representative sample of both the drug products
and the types of tests and acceptance criteria which may be appropriate. The specific dosage
forms addressed include solid oral drug products, liquid oral drug products, and parenterals
(small and large volume). Application of the concepts in this guideline to other dosage forms
is encouraged. Note that issues related to optically active drug substances and to solid state
considerations for drug products are discussed in part 3.3.1. of this guideline.

3.3.2.1 The following tests are applicable to tablets (coated and uncoated) and hard capsules.
One or more of these tests may also be applicable to soft capsules and granules.

a) Dissolution: The specification for solid oral dosage forms normally includes a test to
measure release of drug substance from the drug product. Single-point measurements are
normally considered to be suitable for immediate-release dosage forms. For modified-release
dosage forms, appropriate test conditions and sampling procedures should be established. For
example, multiple time point sampling should be performed for extended-release dosage
forms, and two-stage testing (using different media in succession or in parallel, as
appropriate) may be appropriate for delayed-release dosage forms. In these cases it is
important to consider the populations of individuals who will be taking the drug product (e.g.,
achlorhydric elderly) when designing the tests and acceptance criteria. In some cases (see
3.3.2.1 b) Disintegration) dissolution testing may be replaced by disintegration testing (see
Decision Tree #7 (1)).

For immediate-release drug products where changes in dissolution rate have been
demonstrated to significantly affect bioavailability, it is desirable to develop test conditions
which can distinguish batches with unacceptable bioavailability. If changes in formulation or
process variables significantly affect dissolution and such changes are not controlled by
another aspect of the specification, it may also be appropriate to adopt dissolution test
conditions which can distinguish these changes (see Decision Tree #7(2)).

Where dissolution significantly affects bioavailability, the acceptance criteria should be set to
reject batches with unacceptable bioavailability. Otherwise, test conditions and acceptance
criteria should be established which pass clinically acceptable batches (see Decision Tree
#7(2)).

For extended-release drug products, in vitro

acceptance criteria when human bioavailability data are available tor tormulations exhibiting
different release rates. Where such data are not available, and drug release cannot be shown to
be independent of in vitro test conditions, then acceptance criteria should be established on
the basis of available batch data. Normally, the permitted variability in mean release rate at
any given time point should not exceed a total numerical difference of +/-10% of the labeled
content of drug substance (i.e., a total variability of 20%: a requirement of 50 +/- 10% thus
means an acceptable range from 40% to 60%), unless a wider range is supported by a
bioequivalency study (see Decision Tree #7(3)).
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b) Disintegration: For rapidly dissolving (dissolution >80% in 15 minutes at pH 1.2, 4.0 and
6.8) products containing drugs which are highly soluble throughout the physiological range
(dose/solubility volume < 250 mL from pH 1.2 to 6.8), disintegration may be substituted for
dissolution. Disintegration testing is most appropriate when a relationship to dissolution has
been established or when disintegration is shown to be more discriminating than dissolution.
In such cases dissolution testing may not be necessary. It is expected that development
information will be provided to support the robustness of the formulation and manufacturing
process with respect to the selection of dissolution vs. disintegration testing (see Decision
Tree #7(1)).

¢) Hardness/friability: 1t is normally appropriate to perform hardness and/or friability testing
as an in-process control (see section 2.3). Under these circumstances, it is normally not
necessary to include these attributes in the specification. If the characteristics of hardness and
friability have a critical impact on drug product quality (e.g., chewable tablets), acceptance
criteria should be included in the specification.

d) Uniformity of dosage units: This term includes both the mass of the dosage form and the
content of the active substance in the dosage form; a pharmacopoeial procedure should be
used. In general, the specification should include one or the other but not both. If appropriate,
these tests may be performed in-process; the acceptance criteria should be included in the
specification. When weight variation is applied for new drug products exceeding the
threshold value to allow testing uniformity by weight variation, applicants should verify
during drug development that the homogeneity of the product is adequate.

e) Water content: A test for water content should be included when appropriate. The
acceptance criteria may be justified with data on the effects of hydration or water absorption
on the drug product. In some cases, a Loss on Drying procedure may be considered adequate;
however, a detection procedure which is specific for water (e.g., Karl Fischer titration) is
preferred.

f) Microbial limits: Microbial limit testing is seen as an attribute of Good Manufacturing
Practice, as well as of quality assurance. In general, it is advisable to test the drug product
unless its components are tested before manufacture and the manufacturing process is known,
through validation studies, not to carry a significant risk of microbial contamination or
proliferation. It should be noted that, whereas this guideline does not directly address
excipients, the principles discussed here may be applicable to excipients as well as to new
drug products. Skip testing may be an appropriate approach in both cases where permissible.
(See Decision Tree #6 for microbial testing of excipients.)

Acceptance criteria should be set for the total count of aerobic microorganisms, the total count
of yeasts and moulds, and the absence of specific objectionable bacteria (e.g. Staphylococcus
aureus, Escherichia coli, Salmonella, Pseudomonas aeruginosa). These should be determined
by suitable procedures, using pharmacopoeial procedures, and at a sampling frequency or
time point in manufacture which is justified by data and experience. The type of microbial
test(s) and acceptance criteria should be based

manufacture, and the intended use of the drug

it should be possible to propose no microbial limit testing for solid oral dosage forms.

Decision tree #8 provides additional guidance on the use of microbial limits testing.

3.3.2.2 Oral liquids: One or more of the following specific tests will normally be applicable
to oral liquids and to powders intended for reconstitution as oral liquids.

a) Uniformity of dosage units: This term includes both the mass of the dosage form and the
content of the active substance in the dosage form; a pharmacopoeial procedure should be
used. In general, the specification should include one or the other but not both. When weight
variation is applied for new drug products exceeding the threshold value to allow testing
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uniformity by weight variation, applicants should verify during drug development that the
homogeneity of the product is adequate.

If appropriate, tests may be performed in-process; however, the acceptance criteria should be
included in the specification. This concept may be applied to both single-dose and multiple-
dose packages.

The dosage unit is considered to be the typical dose taken by the patient. If the actual unit
dose, as taken by the patient, is controlled, it may either be measured directly or calculated,
based on the total measured weight or volume of drug divided by the total number of doses
expected. If dispensing equipment (such as medicine droppers or dropper tips for bottles) is an
integral part of the packaging, this equipment should be used to measure the dose. Otherwise,
a standard volume measure should be used. The dispensing equipment to be used is normally
determined during development.

For powders for reconstitution, uniformity of mass testing is generally considered acceptable.

b) pH: Acceptance criteria for pH should be provided where applicable and the proposed
range justified.

¢) Microbial limits: Microbial limit testing is seen as an attribute of Good Manufacturing
Practice, as well as of quality assurance. In general, it is advisable to test the drug product
unless its components are tested before manufacture and the manufacturing process is known,
through validation studies, not to carry a significant risk of microbial contamination or
proliferation. It should be noted that, whereas this Guideline does not directly address
excipients, the principles discussed here may be applicable to excipients as well as to new
drug products. Skip testing may be an appropriate approach in both cases where permissible.
With acceptable scientific justification, it may be possible to propose no microbial limit
testing for powders intended for reconstitution as oral liquids.

Acceptance criteria should be set for the total count of aerobic microorganisms, total count of
yeasts and molds, and the absence of specific objectionable bacteria (e.g., Staphylococcus
aureus, Escherichia coli, Salmonella, Pseudomonas aeruginosa). These should be determined
by suitable procedures, using pharmacopoeial procedures, and at a sampling frequency or
time point in manufacture which is justified by data and experience.

Decision tree #8 provides additional guidance on the use of microbial limits testing.

d) Antimicrobial preservative content: For oral liquids needing an antimicrobial preservative,
acceptance criteria for preservative content should be established. Acceptance criteria for
preservative content should be based upon the levels of antimicrobial preservative necessary
to maintain microbiological quality of the product at all stages throughout its proposed usage
and shelf-life. The lowest specified concentration of antimicrobial preservative should be
demonstrated to be effective in controlling microorganisms by using a pharmacopoeial
antimicrobial preservative effectiveness test.

Testing for antimicrobial preservative conte
Testing for antimicrobial preservative conte
Under certain circumstances, in-process testing may suffice in lieu of release testing. When
antimicrobial preservative content testing is performed as an in-process test, the acceptance
criteria should remain part of the specification.

Antimicrobial preservative effectiveness should be demonstrated during development, during
scaleup, and throughout the shelf-life (e.g., in stability testing: see the ICH Guideline,
“Stability Testing of New Drug Substances and Products”), although chemical testing for
preservative content is the attribute normally included in the specification.

e) Antioxidant preservative content: Release testing for antioxidant content should normally
be performed. Under certain circumstances, where justified by developmental and stability
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data, shelf-life testing may be unnecessary, and in-process testing may suffice in lieu of
release testing where permitted. When antioxidant content testing is performed as an in-
process test, the acceptance criteria should remain part of the specification. If only release
testing is performed, this decision should be reinvestigated whenever either the manufacturing
procedure or the container/closure system changes.

f) Extractables: Generally, where development and stability data show evidence that
extractables from the container/closure systems are consistently below levels that are
demonstrated to be acceptable and safe, elimination of this test can normally be accepted.
This should be reinvestigated if the container/closure system or formulation changes.

Where data demonstrate the need, tests and acceptance criteria for extractables from the
container/closure system components (e.g., rubber stopper, cap liner, plastic bottle, etc.) are
considered appropriate for oral solutions packaged in non-glass systems, or in glass containers
with non-glass closures. The container/closure components should be listed, and data
collected for these components as early in the development process as possible.

g) Alcohol content: Where it is declared quantitatively on the label in accordance with
pertinent regulations, the alcohol content should be specified. It may be assayed or calculated.

h) Dissolution: In addition to the attributes recommended immediately above, it may be
appropriate (e.g., insoluble drug substance) to include dissolution testing and acceptance
criteria for oral suspensions and dry powder products for resuspension. Dissolution testing
should be performed at release. This test may be performed as an in-process test when
justified by product development data. The testing apparatus, media, and conditions should be
pharmacopoeial, if possible, or otherwise justified. Dissolution procedures using either
pharmacopoeial or non-pharmacopoeial apparatus and conditions should be validated.

Single-point measurements are normally considered suitable for immediate-release dosage
forms. Multiple-point sampling, at appropriate intervals, should be performed for modified-
release dosage forms. Acceptance criteria should be set based on the observed range of
variation, and should take into account the dissolution profiles of the batches that showed
acceptable performance in vivo. Developmental data should be considered when determining
the need for either a dissolution procedure or a particle size distribution procedure.

i) Particle size distribution: Quantitative acceptance criteria and a procedure for
determination of particle size distribution may be appropriate for oral suspensions.
Developmental data should be considered when determining the need for either a dissolution
procedure or a particle size distribution procedure for these formulations.

Particle size distribution testing should be performed at release. It may be performed as an in-
process test when justified by product development data. If these products have been
demonstrated during development to have consistently rapid drug release characteristics,
exclusion of a particle size distribution test from the specification may be proposed.

Particle size distribution testing may also

justification should be provided. The accepta

size distribution in terms of the percent of total particles 1 given size ranges. Ihe mean,
upper, and / or lower particle size limits should be well defined.

Acceptance criteria should be set based on the observed range of variation, and should take
into account the dissolution profiles of the batches that showed acceptable performance in
vivo, as well as the intended use of the product. The potential for particle growth should be
investigated during product development; the acceptance criteria should take the results of
these studies into account.
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J) Redispersibility: For oral suspensions which settle on storage (produce sediment),
acceptance criteria for redispersibility may be appropriate. Shaking may be an appropriate
procedure.

The procedure (mechanical or manual) should be indicated. Time required to achieve
resuspension by the indicated procedure should be clearly defined. Data generated during
product development may be sufficient to justify skip lot testing, or elimination of this
attribute from the specification may be proposed.

k) Rheological properties: For relatively viscous solutions or suspensions, it may be
appropriate to include rheological properties (viscosity/specific gravity) in the specification.
The test and acceptance criteria should be stated. Data generated during product development
may be sufficient to justify skip lot testing, or elimination of this attribute from the
specification may be proposed.

1) Reconstitution time: Acceptance criteria for reconstitution time should be provided for dry
powder products which require reconstitution. The choice of diluent should be justified. Data
generated during product development may be sufficient to justify skip lot testing or
elimination of this attribute from the specification may be proposed.

m) Water content: For oral products requiring reconstitution, a test and acceptance criterion
for water content should be proposed when appropriate. Loss on drying is generally
considered sufficient if the effect of absorbed moisture vs. water of hydration has been
adequately characterized during the development of the product. In certain cases a more
specific procedure (e.g., Karl Fischer titration) may be preferable.

3.3.2.3 Parenteral Drug Products: The following tests may be applicable to parenteral drug
products.

a) Uniformity of dosage units: This term includes both the mass of the dosage form and the
content of the active substance in the dosage form; a pharmacopoeial procedure should be
used. In general, the specification should one or the other but not both and is applicable to
powders for reconstitution. = When weight variation is applied for new drug products
exceeding the threshold value to allow testing uniformity by weight variation, applicants
should verify during drug development that the homogeneity of the product is adequate.

If appropriate (see section 2.3), these tests may be performed in-process; the acceptance
criteria should be included in the specification. This test may be applied to both single-dose
and multiple-dose packages.

For powders for reconstitution, uniformity of mass testing is generally considered acceptable.

b) pH: Acceptance criteria for pH should be provided where applicable and the proposed
range justified.

¢) Sterility: All parenteral products should have a test procedure and acceptance criterion for
evaluation of sterility. Where data generated during development and validation justify
parametric release, this approach may be prop

section 2.6).

d) Endotoxins/Pyrogens: A test procedure and acceptance criterion for endotoxins, using a
procedure such as the limulus amoebocyte lysate test, should be included in the specification.
Pyrogenicity testing may be proposed as an alternative to endotoxin testing where justified.

e) Particulate matter: Parenteral products should have appropriate acceptance criteria for
particulate matter. This will normally include acceptance criteria for visible particulates and /
or clarity of solution, as well as for sub-visible particulates as appropriate.

f) Water content: For non-aqueous parenterals, and for parenteral products for reconstitution,
a test procedure and acceptance criterion for water content should be proposed when
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appropriate. Loss on drying is generally considered sufficient for parenteral products, if the
effect of absorbed moisture vs. water of hydration has been adequately characterized during
development. In certain cases a more specific procedure (e.g., Karl Fischer titration) may be
preferred.

g) Antimicrobial preservative content: For parenteral products needing an antimicrobial
preservative, acceptance criteria for preservative content should be established. Acceptance
criteria for preservative content should be based upon the levels of antimicrobial preservative
necessary to maintain microbiological quality of the product at all stages throughout its
proposed usage and shelf life. The lowest specified concentration of antimicrobial
preservative should be demonstrated to be effective in controlling microorganisms by using a
pharmacopoeial antimicrobial preservative effectiveness test.

Testing for antimicrobial preservative content should normally be performed at release.
Under certain circumstances, in-process testing may suffice in lieu of release testing where
permitted. When antimicrobial preservative content testing is performed as an in-process test,
the acceptance criteria should remain part of the specification.

Antimicrobial preservative effectiveness should be demonstrated during development, during
scaleup, and throughout the shelf-life (e.g., in stability testing: see the ICH Guideline,
“Stability Testing of New Drug Substances and Products™), although chemical testing for
preservative content is the attribute normally included in the specification.

h) Antioxidant preservative content: Release testing for antioxidant content should normally
be performed. Under certain circumstances, where justified by developmental and stability
data, shelf-life testing may be unnecessary and in-process testing may suffice in lieu of release
testing. When antioxidant content testing is performed as an in-process test, the acceptance
criteria should remain part of the specification. If only release testing is performed, this
decision should be reinvestigated whenever either the manufacturing procedure or the
container/closure system changes.

i) Extractables: Control of extractables from container/closure systems is considered
significantly more important for parenteral products than for oral liquids. However, where
development and stability data show evidence that extractables are consistently below the
levels that are demonstrated to be acceptable and safe, elimination of this test can normally be
accepted. This should be reinvestigated if the container/closure system or formulation
changes.

Where data demonstrate the need, acceptance criteria for extractables from the
container/closure components are considered appropriate for parenteral products packaged in
non-glass systems or in glass containers with elastomeric closures. This testing may be
performed at release only, where justified by data obtained during development. The
container/closure system components (e.g., rubber stopper, etc.) should be listed, and data
collected for these components as early in the development process as possible.

j) Functionality testing of delivery systems:

syringes, autoinjector cartridges, or the equiva.

criteria related to the functionality of the delivery system. These may include control of
syringeability, pressure, and seal integrity (leakage), and/or parameters such as tip cap
removal force, piston release force, piston travel force, and power injector function force.
Under certain circumstances these tests may be performed in-process. Data generated during
product development may be sufficient to justify skip lot testing or elimination of some or all
attributes from the specification.

k) Osmolarity: When the tonicity of a product is declared in its labeling, appropriate control
of its osmolarity should be performed. Data generated during development and validation may

© EMEA 2006 17

PFIZER, INC. v. NOVO NORDISK A/S - IPR2020-01252, Ex. 1070, p. 17 of 32


DKumar
Sticky Note
None set by DKumar

DKumar
Sticky Note
MigrationNone set by DKumar

DKumar
Sticky Note
Unmarked set by DKumar

DKumar
Sticky Note
None set by DKumar

DKumar
Sticky Note
MigrationNone set by DKumar

DKumar
Sticky Note
Unmarked set by DKumar


be sufficient to justify performance of this procedure as an in-process control, skip lot testing,
or direct calculation of this attribute.

1) Particle size distribution: Quantitative acceptance criteria and a procedure for
determination of particle size distribution may be appropriate for injectable suspensions.
Developmental data should be considered when determining the need for either a dissolution
procedure or a particle size distribution procedure.

Particle size distribution testing should be performed at release. It may be performed as an in-
process test when justified by product development data. If the product has been
demonstrated during development to have consistently rapid drug release characteristics,
exclusion of particle size controls from the specification may be proposed.

Particle size distribution testing may also be proposed in place of dissolution testing, when
development studies demonstrate that particle size is the primary factor influencing
dissolution; justification should be provided. The acceptance criteria should include
acceptable particle size distribution in terms of the percent of total particles in given size
ranges. The mean, upper, and / or lower particle size limits should be well defined.

Acceptance criteria should be set based on the observed range of variation, and should take
into account the dissolution profiles of the batches that showed acceptable performance in
vivo and the intended use of the product. The potential for particle growth should be
investigated during product development; the acceptance criteria should take the results of
these studies into account.

m) Redispersibility: For injectable suspensions which settle on storage (produce sediment),
acceptance criteria for redispersibility may be appropriate. Shaking may be an appropriate
procedure. The procedure (mechanical or manual) should be indicated. Time required to
achieve resuspension by the indicated procedure should be clearly defined. Data generated
during product development may be sufficient to justify skip lot testing, or elimination of this
attribute from the specification may be proposed.

n) Reconstitution time: Acceptance criteria for reconstitution time should be provided for all
parenteral products which require reconstitution. The choice of diluent should be justified.
Data generated during product development and process validation may be sufficient to
justify skip lot testing or elimination of this attribute from the specification for rapidly
dissolving products.
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4. GLOSSARY (THE FOLLOWING DEFINITIONS ARE PRESENTED FOR THE
PURPOSE OF THIS GUIDELINE)

Acceptance criteria: Numerical limits, ranges, or other suitable measures for acceptance of
the results of analytical procedures.

Chiral: Not superimposable with its mirror image, as applied to molecules, conformations,
and macroscopic objects, such as crystals. the term has been extended to samples of
substances whose molecules are chiral, even if the macroscopic assembly of such molecules is
racemic.

Combination product: A drug product which contains more than one drug substance.

Degradation product: A molecule resulting from a chemical change in the drug molecule
brought about over time and/or by the action of e.g., light, temperature, pH, water, or by
reaction with an excipient and/or the immediate container/closure system. Also called
decomposition product.

Delayed Release: Release of a drug (or drugs) at a time other than immediately following oral
administration.

Enantiomers: Compounds with the same molecular formula as the drug substance, which
differ in the spatial arrangement of atoms within the molecule and are nonsuperimposable
mirror images.

Extended Release: Products which are formulated to make the drug available over an
extended period after administration.

Highly Water Soluble Drugs: Drugs with a dose/solubility volume of less than or equal to
250 ml over a pH range of 1.2 to 6.8. (Example: Compound A has as its lowest solubility at
37+ 0.5°C, 1.0 mg/ml at pH 6.8, and is available in 100 mg, 200 mg, and 400 mg strengths.
This drug would be considered a low solubility drug as its dose/solubility volume is greater
than 250 mL (400 mg/1.0 mg/ml =400 ml).

Immediate Release: Allows the drug to dissolve in the gastrointestinal contents, with no
intention of delaying or prolonging the dissolution or absorption of the drug.

Impurity: (1) Any component of the new drug substance which is not the chemical entity
defined as the new drug substance. (2) Any component of the drug product which is not the
chemical entity defined as the drug substance or an excipient in the drug product.

Identified impurity: An impurity for which a structural characterization has been achieved.

In-process tests: Tests which may be performed during the manufacture of either the drug
substance or drug product, rather than as part of the formal battery of tests which are
conducted prior to release.

Modified Release: Dosage forms whose drug

location are chosen to accomplish therapeu

conventional dosage forms such as a solution or an immediate release dosage torm. Moditied
release solid oral dosage forms include both delayed and extended release drug products.

New drug product: A pharmaceutical product type, for example, tablet, capsule, solution,
cream, etc., which has not previously been registered in a region or Member State, and which
contains a drug ingredient generally, but not necessarily, in association with excipients.

New drug substance: The designated therapeutic moiety, which has not previously been
registered in a region or Member State (also referred to as a new molecular entity or new
chemical entity). It may be a complex, simple ester, or salt of a previously approved drug
substance.
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Polymorphism: The occurrence of different crystalline forms of the same drug substance.
This may include solvation or hydration products (also known as pseudopolymorphs) and
amorphous forms.

Quality: The suitability of either a drug substance or drug product for its intended use. This
term includes such attributes as the identity, strength, and purity.

Racemate: A composite (solid, liquid, gaseous, or in solution) of equimolar quantities of two
enantiomeric species. It is devoid of optical activity.

Rapidly Dissolving Products: An immediate release solid oral drug product is considered
rapidly dissolving when not less than 80% of the label amount of the drug substance dissolves
within 15 minutes in each of the following media: (1) pH 1.2, (2) pH 4.0, and (3) pH 6.8.

Reagent: A substance, other than a starting material or solvent, which is used in the
manufacture of a new drug substance.

Solvent: An inorganic or an organic liquid used as a vehicle for the preparation of solutions or
suspensions in the synthesis of a new drug substance or the manufacture of a new drug
product.

Specification: A list of tests, references to analytical procedures, and appropriate acceptance
criteria. which are numerical limits, ranges, or other criteria for the tests described. It
establishes the set of criteria to which a drug substance or drug product should conform to be
considered acceptable for its intended use. "Conformance to specifications" means that the
drug substance and / or drug product, when tested according to the listed analytical
procedures, will meet the listed acceptance criteria. Specifications are critical quality
standards that are proposed and justified by the manufacturer and approved by regulatory
authorities.

Specific test: A test which is considered to be applicable to particular new drug substances or
particular new drug products depending on their specific properties and/or intended use.

Specified impurity: An identified or unidentified impurity that is selected for inclusion in the
new drug substance or new drug product specification and is individually listed and limited in
order to assure the quality of the new drug substance or new drug product.

Unidentified impurity: An impurity which is defined solely by qualitative analytical
properties, (e.g., chromatographic retention time).

Universal test: A test which is considered to be potentially applicable to all new drug
substances, or all new drug products; e.g., appearance, identification, assay, and impurity
tests.
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5. REFERENCES
International Conference on Harmonization; "Impurities in New Drug Substances", 1995.
International Conference on Harmonization; "Impurities in New Drug Products", 1996.

International Conference on Harmonization; "Stability Testing of New Drug Substances and
Products", 1994.

International Conference on Harmonization; "Text on Validation of Analytical Procedures",
1994.

International Conference on Harmonization; "Validation of Analytical Procedures:
Methodology", 1996.

International Conference on Harmonization, "Residual Solvents in Pharmaceuticals", 1996.

International Conference on Harmonization, “Specifications: Test Procedures and Acceptance
Criteria for Biotechnological/Biological Products”, 1999

6. ATTACHMENTS: DECISION TREES #1 THROUGH #8

For the decision trees referenced in this guideline, see the following pages.
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DECISION TREE #1: ESTABLISHING ACCEPT AMCE CRITERICN
FOR ASPECIFIED IMPURITY IN A NEW DRUG SUBSTANCE

Cealammine impurily level in
refesiant balches!

[alamine mean + Upper confdens:
limit Tor thes mpurty (Let his = 4]

Acceplanca erkerion = & or B
(& sppropriale)
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a dagradation
prodiet?

Estimale meaximumincreasa inimpurky

& retas! das using dala from rEevant
acrelaraled and long-em skabilily
s

h

Is
Aord
qraster ther Ihe
e
lerved?

Delerming maximum Ikl lavel as:
A+ e Indegradation poduct 3
sppropriate slorage condtiors.
Letthis = B

Apoaptance erilaion = qualhed e
or aslablish nesy qualified kel

! Redevant balches ars thioss fiom devsopmeant, plial and scake-up sliudies.
“Rek o 1CH Guidaine on Impuilies n Mew Drug Sutekanss

Defnilion: upper confidznsa mit = thres imes the standard devialion of batch andlyels daka
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DECISION TREE #2: ESTABLISHING ACCEPTANCE CRITERION
FOR A DEGRADATION PRODUCT IN A NEW DRUG PRODUCT

Eslimata masimum increass in
MO degradalion product st shall it sing
|  ala o relevant acakerated and
long-arm stability studiss.

» (Letthis = 0)

D=
desgracialion

oooUr ouAng product
manufaciune?
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product during maniaciure from reesant A orEj+C+0)

balches!. (Let this = C)

Is
maxmum
NIkt lewed graatar
than the
qualiied
el

MO

Acoaptancs oritedon = madmum ey kel |‘

Rreaptanca crilerion = qualied level
or sslablish new qualllizd kel
or new slorage condlions

S =1 [T =1 1 =1 1=

' Ridev anl kakches are thase am development, pliot and scale-up shdies.
“Reder o Ceclslon Tree 1 for inkrmalion regardng A and B
*Reder o 1CH Guideins on Impurilies in Mew Org Products.
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DECISION TREE #3: SETTING ACCEFTANCE CRITERIA FOR
ORLIG SUBSTANCE PARTICLE SIZE DISTRIBUTION

Mo dug subslance paricle
MO slze acceplance citerian
required for solulion doesge
T,

I iz dlrug prodiuet & 5ol

dosae form of llguid
conkaining undssatied
oL substance?

YES

" I Ihe perficle size erbieal io desolulior”
salubility, or bnavalability?

2. & Ihe paricle stza eritizal {o ohug producd
processability?

3. & I paricle stza eritizal o orug procucd skabiity?

4. & Ihe paricle stza erilial o orug procued
cortent unliomily?

bl FﬁI1|lI|E' slea crilical far I'I'|»3|I'I|3|I'I|I'!]

product appearanca 7

[TKO o al

I YES 10 g

'

T‘JI:I.':'.EI:E'FIHHEE' Critarian
Requred

2al Acsepltance Criledon
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DECISION TREE #4: INVESTIGATING THE MEED TO SET
ACCEPTAMCE CRITERIA FOR POLYMORPHISM
IN DRUG SUBSTANCES AMD DRUG PRODUCTS

Lo Subelanes
Conduct polymorphism Can
1. sCrEer] o drug subslance, aiferent polymorpis o lurther aclion
b formad?

Craractanze fhe kome:

8.0, - %ray Powder Dilltaclion —
- D5C / Thermeanatysls E0TO

- Microecopy
- Epectroscopy
Dothe
foms have [Tl
different properizs?
(=00, skability,
melling pint)
Mo further best o
acceplanca crikerion
far L substancs
Iz drug
product safety, MO
parlormancs or
elficacy afkeckad?
S acceplance crilerlon
for padymarph content * coTo
In diug subslance
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CECISION TREE #4: INVESTIGATING THE MEED TOSET
ACCEPTANCE CRITERIA FOR POLYMORPHIS K
M DRUG SUBSTAMCES AND DRUG PRODUICTS

Drug Preduct - Solid Dosage Form or Liquid Containing Undissolved Drug Substance

N.B.: Undertake the following processes only If technicaly possible
[0 mEEsUre polmorph cortant in iha dng product,

Dioes

diug product
perfomiance lestng vEs Estabiieh accaptance arlerla
pravide adequale conird if g 101 iha relevant prormanecs
palymomph falio changes teslis).
i6.., dissclution|?
Monikcr polymarph fom durng
stability of crug procur.
Does a
r'irﬁrqem' | MO Mo nesed I sal acceptanos criera
which could afac i
salely o eMlcacy? Eﬂgﬂ{"“m efange In drug
Establsh aocaptancs orilera
which ara consistent with
salely ander efficacy,
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DECISION TREE #5: ESTABLISHING IDENTITY, ASBAY
AND ENANTIOMERIC IMPURITY PROCEDURES FOR CHIRAL
NEW DRUG SLBSTANCES AND NEW DRUG PRODUCTS
CONTAIMING CHIRAL DRUG SBUBSTANCES

Consklerthe naed for
witltyiryg ehiral ety in YER
Ijl'l.lg slbEranCs ek asa
and'or E‘CEFIH'IE‘E
tashng.

ks 1he new
dug subslance
chiral™

NI Chiral ilentity, sssay
ardl Impunty procacuras
arznot naeded.

AMO RACEMIC

TES
AMD CHE ENAMTICMER

Mesadad Tor dug sutslance sped izalion:™
Chiral Kenkiby
chiral sssayt
-anartiomani: mpurkys

Meadad Tor diug product specilicaion::
chiral gssayt
-aranomark: mpurky*

'Chirdl subetances of naurd afgn ara not addreesad Inihis Guidaine.

g wWikh alher |IT1:ILI||E'S- E”Snll'l; In and Tram raw malariaks Esd In ljl'l.l; slbetancs ‘E-'g'l'l”'E’SlS. aartml
of chiral qualily couk be sstabiishad allemaivaly by appying lmils ko appropriate starting maledals
orintermediales when justined rom devekopmental sludies. This essenbialy will b 1he case when
there are mutiple chiral canlers (., hree o more), of when contml at a shep prior b produclion

ol the ||I13|E|l|]g sUbslance s dasirable.

4 chird gssay of & enaniomenc Impunty prosacurs may be accsplabls inleu of a chid [denlily
procedure.

4an achird &ssay combinad with & mehod [or conliling the cpposile sanlicmen 5 asoeptabkzin ool a
chirdl assgy.

sThe level of Ihe opposka enarbiomer of ihe dug subslance may be derved irom chiral asssy dala of rom
a separas procedure,

E5lerecapaciic sting of dnug product mey nol be neces=ary [ racemization hes b=en demonslraled bobe
ireignifieant during dnsg product manufacture and during slorage of ihe nished dosage fonm
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DECISION TREE #&6: MICROBIOLOGICAL QUALITY ATTRIBUTES OF DRUG SUBSTANCE AMD EXCIFIEMTS

1= thea drug substancaaacplant
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qrowth orviabily?
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Does drug subsl ancede el plent
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[ L]

Provide supporting data. Merobial
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YES
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YES
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» as pef lhe hamonked phamacopeal
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moncg rEph.

£ monitoring
mizrooan Emindicalon sk
consl shently balow acceptanca crteria

YES

levels?

{0

Tesl ks on a skipdal basls far
mierbial ImEs s freedom ron
compend B ind Eakoronganisns.

Te=t =ach lal far morobla limis
and reedom rom comperdil
Ind kzgkor ofga nisms.

monog raph.

Does =ckantilie avddance demonsirasa hat
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DECISION TREES #7: SETTIMNG ACCEPTANCE CRITERIA
FOR DRUG PRODUCT DISSOLUTICN

1. | Whattype of drug release acceptance criteria are appropriata?

Establsh dnug release socaptancs orilena.

’ d';;m:j':'fagem YES Extarde redease: mulliple ims poins
i deslgned o p ?“':E' Delavad releass two stages, paralel
modilied rekasat or seuenlial

Is drug solubilky
&1 37 + 0A"C high throughout
he priysbological pH range?
{Dosa) solubilily = 250 mL
ipH 12 - 6.8Y)

|5 dosags o
dissolulion rapid?

NI Generally snole-point desalution
QI‘EF‘EIITE orlena with a kwer lmi
ae acoaptabla,

{Disalufion = 80% N 15 mirules
at pH 1.2, 4.0, and 6.8

Has a rialionship been
detaminad betveen disnlegration
ard dissciution?

Ganamlly deintegralion acceptance
criteria wilh an uppsr ims
Imil &re acoaplabie.

Confinued on next page.
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DECISION TREES #7: SETTING ACCEPTAMNCE CRITERIA
FOR DRUG PRODUCT DISSOLUTION

5 | What spacific test conditions and accaptanca criteria are appropriata? immediata ralease]

[0S
dissaluion significanlly
allect Hoavalabilty?
(., have fakvant developmeartal
pedchies exnibiled unacceplatie
bicavallabity?)

YER Adtermpt o cievedop st condiions and ncept e
ciitarta which cen dtnouh batches
‘with uncosplshie biavallzbilly,

Do changes In
fmution o

manufaciLring verlables
affact dissciutian?

{Usa appropriata ranggs.
Evaudadisciition

witin pH 1.2 - 6.8)

Are Ihese changgs controled
by enother procedurs snd aceaptancs
crilenan?

Arkopl apprpriate tas! condilicns
and 3:‘!:‘E|:|3I'I:‘E crileria withoul L

'E'gfjﬁt'i';f';c"c'g;gg st e 251 convlicns and acceptancs elera
H ' ' which can distinguish Ihese chiannes
Genegally, single poin soceplance cilarta
ae -3':':5‘;“3”9.
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DECISION TREES #7: BETTING
ACCEPTANCE CRITERIA
FOR DRUG PRODUCT DISSOLUTION

What are appropriate acceptanca ranges? [extended releasa]

Ll

Are pDioavalatility
dala avalable lor balches
with differant dug refeasa rates?

|5 drug relesse noepandent of
In wifro best cordilions ¥

Can an v Wim fin wo

refallonship be estabiished? Use all gwallable stabilky, clinieal, and

bicery Allabllty dala o eskabiish

iMsdity i vt best condbions Appropriale acceplance ranges.

il ppropriate )

g {he In wire ! i wvio e acceplanc Provie appopnate
coftetatian, song with ranges »20% of the bicavallablily data
gppropriate balch dala, b laheded cankenl? ta waldala the
ectablish sosaplancs rangas. aooeplance mnges.
MO
Findlre acceptancs ranges.
© EMEA 2006 31

PFIZER, INC. v. NOVO NORDISK A/S - IPR2020-01252, Ex. 1070, p. 31 of 32


DKumar
Sticky Note
None set by DKumar

DKumar
Sticky Note
MigrationNone set by DKumar

DKumar
Sticky Note
Unmarked set by DKumar

DKumar
Sticky Note
None set by DKumar

DKumar
Sticky Note
MigrationNone set by DKumar

DKumar
Sticky Note
Unmarked set by DKumar


DECISION TREE #8: MICROBICLOGICAL ATTRIBUTES OF MOM-STERILE DRUG PRODUCTS

M Doesthe drug product contan YES
anmicrodal esenalives of pOsSEess
Inhzrnt anlimicrckal

actmtyv

Eslablish praer-.'alr-.\e-:*nembal -EIE"E"EFIEIHE‘E CchiEna and
FE'ITIZTI'H FTE'S-E'F.-"E"'.-'E' effechvaenass valdaion ol |:ll'l:ll:|.ll:|
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artimicroblal actisity of the diug product.

& the dg product & ory dosage form
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.
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moned raph.

¥
Padorm microbi | limiks esling on a
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Do produchioniols corslseny mes
mizrobal limis acceplancaorilenay
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may nol be necessary.
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limils, of prowide sclentic [LEiNcation for
no roulins meobial Imis Esling .
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