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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 specifyy 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 criterionincluded.

* The justification should refer, as appropriate, to:

* relevant development data, bbls piadll 6l e lgde LS>
. i b @Sl (Slg limit oase
e pharmacopoeial standards, Al e B b g b i

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

e results from accelerated and long term stability
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Justification of Specifications

e 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

“~ _  New Drug Substances | New Drug products
4 Description
\ & W\ Identification
Q7 g €7 oY Assay
N N7 N Irnpuritics

Specific Tests

New Drug Substances

New Drug products

Solid oral drug

products

Oral liguids

Parenteral Drug Products

Water content

Water content

Water content

Water content

Particle size

Particle size distribution

Particle size distribution

Particulate matter

Lniformity of dosage

niformity of dosage units

LIniformity of dosage units

Lnits

Dissolution Dissolution

Disintegration
Physicochemiczl properties pH Qsmaolarity
Polymorphic forms Hardness/friability

Extractables

Tasts for chiral new drug
substances
Microbizal limits Microbial limits Microbial limits Sterility

Antimicrobial preservative

Antimicrobial preservative

contant contant
Endotoxins/Pyrogens
Red Bl Red il

[norganic impurities

Reconstitution tdme

Reconstitution tme

Antioxidant preservative
contant

Extractables
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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)./a

10 @839 N B> alsdl e lgde o5e g34a)8 Weig) coated tablets @ Nicxum 4> ool Uay o

»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 IR J20 spacefic lgessuial JI method ¢S5 533
¥ gpacefic yie slo  chromatography method <3S 13l
b) Identification sy W) €385 o 5leb wavelength s pd] Slse 355 3

lgac ¥ 4.5 method
* |[dentification testing should optimally be able to
discriminate between compounds of closely
related structure which are likely to be present.

* |[dentification tests should be specific for the new
drug substance, e.g., infrared spectroscopy.

* |[dentification 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 euses=ofs=two==chromatographic
procedures, where.the.separationis--based..on
different principles or a combination of tests into a
single procedure, such as HPLC/UV..diode.array,
HPEC/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.




oudd M A asS e 0338 1955 a3d lgacn U JI method o555 p3d 5
method J! <& “ﬂw gue o ... =2 chemical structure
5WSy individual ions x5 x> capability e ¢sS5 a3 layles | I
Levo dopa or =lsw drug products e o chiral assaysa>! Byel p3d#
active _iw D <3 D dopa
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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 achiral"assay.

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

O° AN
’@J_evocetlrlzme is the active enantiomer of cetirizine™ “or
3l T .55 pgw ed method e B e oL ST alisy and joudl

ldentification testing for drug product should
establish the.identity. of the new.drug substance(s)
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method impurity L« method assay Je=i esle OIS yalll

b o olee i b stability indication method e Jlo sy HPLC Lo
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Universal Tests / Criteria : New Drug Substances and
products A

c) Assay’Lw
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., HPEC)for-both assay of the new

drug substance/product and™quantitationof
Impurities.

» Results of content uniformity-testing-forrnew-drug
products can=be=used=for=quantitation of drug
productsstrength, if the methods used for content
uniformity are also appropriateas-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=issadopted-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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