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Specifications
• A specification may list, in addition to release tests

in-process tests and periodic (skip) tests,.

• 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.
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Justification of Specifications
• When a specification is first proposed, justification

should be presented for each procedure and each
acceptance criterion included.

• The justification should refer, as appropriate, to:

• relevant development data,

• pharmacopoeial standards,

• test data for drug substances and drug products used
in toxicology and clinical studies,

• results from accelerated and long term stability
studies.
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Justification of Specifications
• Test results from stability and scale-up / validation

batches, with emphasis on the primary stability batches,
should be considered in setting and justifying
specifications.

• It should be noted that changes in the specification after
approval of the application may need prior approval by
the regulatory authority.
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Universal Tests / Criteria : New Drug Substances & 
Products   
a) Description:

For drug substance: a qualitative statement about the state
(e.g. solid, liquid) and color of the new drug substance.

For drug product: A qualitative description of the dosage
form should be provided (e.g., size, shape, and color).

➢If any of these characteristics change during storage, this
change should be investigated and appropriate action
taken.
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Universal Tests / Criteria : New Drug Substances & 
products   

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.
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Universal Tests / Criteria : New Drug Substances   

b) Identification

• 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.

e.g. to distinguish between diclofenac sodium 
and diclofenac potassium      
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Universal Tests / Criteria : New Drug Substances   

b) Identification

• New drug substances which are optically active
may also need specific identification testing or
performance of a chiral assay.

Examples:
L-Dopa (D-dopa is inactive)
Levofloxacin is the active optical isomer of ofloxacin
Levocetirizine is the active enantiomer of cetirizine

Identification testing for drug product should
establish the identity of the new drug substance(s)
in the new drug product 32





Universal Tests / Criteria : New Drug Substances and 
products   
c) Assay

A specific, stability-indicating procedure should
be included to determine the content of the drug
in new drug substance and 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/product 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.
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Universal Tests / Criteria : New Drug Substances and 
products   
c) Assay

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.

➢A specific procedure should be used when there is
evidence of excipient interference with the non-
specific assay.
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