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5.10. Impurities in substances for pharmaceutical use

01/2005.51000

5.10. CONTROL OF IMPURITIES
IN SUBSTANCES FOR
PHARMACEUTICAL USE

Preamble

The monographs of the European Pharmacopaoeia 6n
substances for pharmaceutical use are designed to ensure
acceptable quality for users. The role of the Pharmacopoeia
in public heaith protection requires that adequate control
of impurities be provided by monographs. The quality’
required is based on scientific, technical and regulatory
considerations. )

Regquirements concerning impurities are given in specific
monographs and in the general monograph Subsfances
for pharmaceutical use (2034).- Specific monographs
and the general monograph are complementary: specific
monographs prescribe acceptance criteria for impurities.
whereas the general monograph deals with the need for
qualification, identification and reporting of any organic-
u:upuntles that occur in active substances

The thresholds for reporting, identification and qualification
contained in the general monograph Substances for
pharmaceutical use (2034) apply to all related substances.
However, if a monograph does not contain a related -
substances test based on a quantitative method, any new
1mpunt1es occurring above a threshold may be overlooked
since the test is not capable to detect those impurities.

The provisions, of the Related substances section of the
general monograph Subsfances for plmrmaceuttcal

use (2034), notably thosé concerning thresholds, do’ not
apply to excipients; also excluded from the provisions

of this section are: biological and biotechnological
products peptides; oligonucleotides; radlophannaceutlcals,
fermentation products and semisynthetic products derived
therefrom; herbal products and crude products of animal and
plant origin. Although the thresholds stated in the general
monograph do not apply, the general concepts of reporting,
identification (wherever possible) and qualification of .
impurities-are equally va.hd for these classes:

Basis for the elaboration of monographs of the Enropean
Pharmacopoeia

European Pharmacopoeia monographs are elaborated on
substances that are present in medicinal products that have
been authorised by the competent authorities of Parties to
the European Pharmacopoeia Convention. Consequently,
these monographs do not necessarily cover all sources of
substances for pharmaceutical use on the world market.

Organic and inorganic impurities present in those substances
that have been evaluated by the competent authorities are
qualified with respect to safety at the maximum authorised
content (at the maximum daily dose) unless new safety data
that become available following evaluation justify lower
limits.

European Pharmacopoeia monographs on substances

for pharmaceutical use are elaborated by groups of -
experts and working parties collaborating with national
pharmacopoeia authorities, the competent authorities for
marketing authorisation, national control laboratories and
the European Pharmacopoeia laboratory; they are also
assisted by the producers of the substances and/or the
pharmaceutical manufacturers that use these substances.

Control of impurities in substances for pharmaceatical use

The quality with respect to impurities is controlled by a set of
tests within a monograph. These tests are intended to cover

organic and inorganic impurities that are relevant in view
of the sources of active substances in authorised medicinal
products

Control of residual solvents is provided by the general .
monograph Substances for pharmaceutical yse,.(2034) and
general chapter 5.4. Residual solvents. The certificate of.
suitability of a monograph of the European Pharmacopoeia
for a given source of a substance indicates the residual
solvents that are controlled together with the specified
acceptance criteria and the \ialidated control method where
this differs from those described in general chapter 2.4.24.
Identification and control of reszduaf solvents.

Monographs on orgamc chemicals usually have a test :
entitled “Related substances” that covers relevant organic
impurities. This test may be supplemented by specific tests .
where the general test does not control a given impurity

or where there are particular reasons (for example, safety
reasons) for requiring special contyol. . .

Where a monograph has no Related substances {or
equivalent) test but only specific tests, the user of a
substance must nevertheless ensure that there is suitable
control of organic impurities; those occurring above the
identification threshold are to be identified éwherever
possible) and, unless justified, those occurring above

the qualification threshold are to be qualified (see also -
under Recommendations to users of monographs: of acﬁve
substances).

Where the menograph covers substances with d.lfferent
impurity profiles, it may have a single related substances test
to cover all impurities mentioned in the Impurities section or
several tests may be necessary to give control of all known
profiles. Compliance may be established by carrying out
only the tests refevant to the known lmpunty proﬁle for the
source of the substance.

Instructions for control of impurities may be mcluded in
the Production section of a monograph, for example where
the only analytical method appropriate for the control of

a given impurity is to be performed by the manufacturer
since the method is too technically complex for general use
or cannot be applied to the final drug substance and/or
where validation of the production process (including the
punﬁcatlon step) will give sufficient control. :

lmpurlhes section in monographs on active substances

The Impurities section in a monograph includes unpurmes
(chemical structure and name wherever possible), which are
usually organic, that are known to be detected by the tests
prescribed in the monograph. It is based on information
available at the time of elaboration or révision of-the '
monograph and is not necessarily exhaustive. The section
includes specified impurities and, where so indicated, other
detectable impurities.

Specified impurities have an acceptance criterion not- .
greater than that authorised by the competent authorities.

Other detectable impurities are potential impurities with

a defined structure but not known to be normally present
above the identification threshold in substances used.

in medicinal products that have been authorised by the
competent authorities of Parties to the Convention. They are
given in the Impurities section for information.

Where an impurity other than a specified impurity is found in
an active substance it is the responsibility of the user of the
substance to check whether it has to be identified /qualified,
depending on its content, nature, maximum daily dose
and relevant identification/qualification thresheld, in
accordance with the general monograph on Substances for.
pharmaceutical use (2034), Related substances.section,

General Notices (1) apply to all monographs and other texts
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It should be noted that specific thresholds are applied to
substances exclusively for veterinary use.

Interpretation of the test for related substances in the
monographs on active substances

A specific monograph on a substance for pharmaceutical use
is to be read and interpreted in conjunction with the general
monograph on Substances for pharmaceutical use (2034).

Where a general acceptance criterion for impurities

(“any other impurity”, “other impurities”, "any impurity”)

equivalent to a nominal content greater than the applicable

identification threshold (see the general monograph on

Substances for pharmaceutical use (2034)) is prescribed,

this is valid only for specified impurities mentioned in the

Impurities section. The need for identification (wherever

possible), reporting, specification and qualification of

other impurities that occur must be considered according

to the requirements of the general monograph. It is the

responsibility of the user of the substance to determine

the validity of the acceptance criteria for impurities not

mentioned in the Impurities section and for those indicated

as other detectable impurities.

The following examples are given as an aid in the

interpretation of acceptance criteria for impurities in specific

monographs. The examples correspond to different styles
currently used in monographs pending harmonisation in

a future edition.

Example 1

Consider a monograph on a substance for human use where

the [mpurities section lists 8 impurities {A-H), 2 of which are

indicated to be other detectable impurities (G, H) and there
are the following acceptance criteria:

— impurity A: not more than the area of the principal peak
in the chromatogram obtained with reference solution (b)
{0.5 per cent),

— any other impurify: not more than the area of the

_principal peak in the chromatogram obtained with
reference solution (c) (0.2 per cent),

— lotal; not more than twice the area of the principal peak
in the chromatogram obtained with reference solution (b)
(1.0 per cent),

— disregard limit: 0.25 times the area of the principal peak
in the chromatogram obtained with reference solution {c)
(0.05 per cent).

A substance complies with the test if:

~ impurity A is present at a nominal concentration less than
or equal to 0.5 per cent,

— impurities B, C, D, E, F are each present at a nominal
concentration less than or equal to 0.2 per cent,

- any other impurity is present at a nominal concentration
less than or equal to the identification threshold
applicable for the active substance,

— the sum of nominal concentrations of impurities that are
above the disregard limit is less than or equal to 1.0 per
cent.

Example 2

Consider a monograph on a substance for human use where
the Impurities section lists 6 impurities (A-F} with the
following acceptance criteria.

In the chromatogram obtained with the test solution: the
area of any peak, apart from the principal peak, is not greater
than the area of the principal peak in the chromatogram
obtained with reference solution (b} (0.5 per cent); the sum
of the areas of all peaks, apart from the principal peak, is
not greater than twice the area of the principal peak in the
chromatogram obtained with reference solution (b) {1.0 per

cent). Disregard any peak obtained with the blank and

any peak with an area less than 0.1 times the area of the

principal peak in the chromatogram obtained with reference

solution (b).

A substance complies with the test if:

— impurities A, B, C, D, E, F are each present at a nominal
concentration less than or equal to 0.5 per cent,

— any other impurity is present at a nominal concentration
less than or equal to the identification threshold
applicable for the active substance,

— the sum of nominal concentrations of impurities that are
above the disregard limit is less than or equal to 1.0 per
cent.

Example 3

Consider a monograph on a substance for human use (for

which the maximum daily dose is not more than 2 g/day)

in more explicit style where the Impurities section lists

7 impurities, 6 of which {A-F) are defined as Specified

impurities and the seventh (G) is given under Other

detectable impurities.

Limits:

~ correction factor: for the calculation of content, multiply
the peak area of impurity A by 2.3,

— impurity B: not more than 3 times the area of the
principal peak in the chromatogram obtained with
reference solution (a) {0.3 per cent),

— impurity E: not more than 4 times the area of the
principal peak in the chromatogram obtained with
reference solution (a) (0.4 per cent),

— impurities A, C, D, F: for each impurity, not more than
twice the area of the principal peak in the chromatogram
obtained with reference solution {a} {0.2 per cent),

— any other impurity: for each impurity, not more than the
area of the principal peak in the chromatogram obtained
with reference solution (a) (0.1 per cent),

— total: not more'than the area of the principal peak in
the chromatogram obtained with reference solution (b}
(1.0 per cent),

— disregard lirnit: 0.5 times the area of the principal peak
in the chromatogram obtained with reference solution (a)
(0.05 per cent). :

A substance complies with the test if;

— impurity B is present at a nominal concentration less than
or equal to 0.3 per cent,

— impurity E is present at a nominal concentration less than
or equal to 0.4 per cent,

— impurities A, C, D, F are each present at a nominal
concentration less than or equal to 0.2 per cent; the
peak area of impurity A has been multiplied by 2.3 for
the calculation of content,

— any other impurity is present at a nominal concentration
less than or equal to (.10 per cent (identification
threshold),

— the sum of nominal concentrations of impurities that are
above the disregard limit is less than or equal to 1.0 per
cent.

Recommendations to users of monographs of active
substances

Monographs give a specification for suitable quality of
substances with impurity profiles corresponding to those
taken into account during elaboration and/or revision of
the monograph. It is the responsibility of the user of the
substance to check that the monograph provides adequate
control of impurities for a substance for pharmaceutical
use from a given source, notably by using the procedure

-
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5.10. Impurities in substances for pharmaceutical use

for certification of suitability of the monographs of the
European Pharmacopoeia.

A monograph with a related substances test based on a
quantitative method (such as liquid chromatography, gas
chromatography and capillary electrophoresis) provides
adequate control of impurities for a substance from a given
source if impurities present in amounts above the applicable
identification threshold are specified impurities mentioned
in the Impurities section.

If the substance contains impurities other than those
mentioned in the Impurities section, it has to be verified that
these impurities are detectable by the method described

in the monograph, otherwise a new method must be
developed and revision of the monograph must be requested.
Depending on the contents found and the limits proposed,
the identification and/or the qualification of these impurities
must be considered.

Where a single related substances test covers different
impurity profiles, only impurities for the known profile
from a single source need to be reported in the certificate
of analysis unless the marketing authorisation holder uses
active substances with different impurity profiles.

Identification of impurities {peak assignment)

Where a monograph has an individual limit for an impurity,
it is often necessary to define means of identification, for
example using a reference substance, a representative
chromatogram or relative retention. The user of the
substance may find it necessary to identify impurities other
than those for which the monograph provides a means of
identification, for example to check the suitability of the
specification for a given impurity profile by comparison
with the Impurities section. The European Pharmacopoeia
does not provide reference substances, representative
chromatograms or information on relative retentions for this
purpose, unless prescribed in the monograph. Users will
therefore have to apply the available scientific techniques
for identification.

New impurities/Specified impurities above the specified
limit

Where a new manufacturing process or change in an
established process leads to the occurrence of a new
impurity, it is necessary to apply the provisions of the
general monograph on Subsfances for pharmaceutical

use (2034) regarding identification and qualification and

to verify the suitability of the monograph for control of the
impurity. A certificate of suitability is a means for confirming
for a substance from a given source that the new impurity is
adequately controlled or the certificate contains a method
for control with a defined acceptance criterion. In the latter
case revision of the monograph will be initiated.

Where a new manufacturing process or change in an
established process leads to the occurrence of a specified
impurity above the specified limit, it is necessary to apply
the provisions of the general monograph on Substances for
pharmaceutical use (2034} regarding qualification.

Chromatographic methods

General chapter 2.2.46. Chromatographic separation
techniques deals with various aspects of irpurities control.

Information is available via the EDQM web site
(www.pheur.org) on commercial names for columns and
other reagents and equipment found suitable during
monograph development, where this is considered useful.

GLOSSARY

Disregard limit: in chromatographic tests, the nominal
content at or below which peaks/signals are not taken into
aceount for calculating a sum of impurities. The numerical
values for the disregard limit and the reporting threshold
are usually the same.

Identification threshold: a limit above which an impurity is
to be identified.

Identified impurity: an impurity for which structural
characterisation has been achieved.

Impurity: any component of a substance for pharmaceutical
use that is not the chemical entity defined as the substance.

Nominal concentration: concentration calculated on the
basis of the concentration of the prescribed reference and
taking account of the prescribed correction factor.

Other detectable impurities: potential impurities with a
defined structure that are known to be detected by the tests
in 2 monograph but not known to be normally present
above the identification threshold in substances used

in medicinal products that have been authorised by the
competent authorities of Parties to the Convention. They
are unspecified impurities and are thus limited by a general
acceptance criterion.

Potential impurity: an impurity that theoretically can arise
during manufacture or storage. It may or may not actually
appear in the substance. Where a potential impurity is
known to be detected by the tests in 2 monegraph but

not known to be normally present in substances used

in medicinal products that have been authorised by the
competent authorities of Parties to the Convention, it will be
included in the Impurities section under Other detectable
impurities for information.

Qualification: the process of acquiring and evaluating
data that establishes the biological safety of an individual
impurity or a given impurity profile at the level(s) specified.

Qualification thresheld: a limit above which an impurity
is to be qualified.

Related substances: title used in monographs for general
tests for organic impurities.

Reporting threshoid: a limit above which an impurity is to
be reported. Synonym: reporting level.

Specified impurity: an impurity that is individually

listed and limited with a specific acceptance criterion in a
monograph. A specified impurity can be either identified or
unidentified.

Unidentified impurity: an impurity for which a structural
characterisation has not been achieved and that is defined
solely by qualitative analytical properties {for example,
relative retention). ’

Unspecified impurity: an impurity that is limited by a
general acceptance criterion and not individually listed with
its own specific acceptance criterion.

General Notices (1) apply to all monographs and other fexts
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—~ Hybridisation conditions. The stringency of hybridisation
conditions is such as to ensure specific hybridisation
between probes and standard DNA preparations and the
drug substances must not interfere with hybridisation
at the concentrations used.

Sequence-independent techniques

Suitable procedures include: detection of sulphonated
cytosine residues in single-stranded DNA {where DNA is
immobilised on a filter and cytosines are derivatised in sifu,
before detection and quantitation using an antibody directed
against the sulphonated group); detection of single-stranded
DNA using a fragment of single-stranded DNA bound to a
protein and an antibody of this protein. Neither procedure
requires the use of specific host or vector DNA as an assay
standard, However, the method used must be validated to
ensure parallelism with the DNA standard used, linearity of
response and non-interference of either the drug substance
or excipients of the formulation at the dilutions used in the
assay.

IDENTIFICATION, TESTS AND ASSAY

The requirements with which the finai product (bulk material
or dose form) must comply throughout its period of validity,
as well as specific test methods, are stated in the individual
monograph.

STORAGE
See the individual monographs. -

LABELLING
See the individual monographs.

01/2005:2034

SUBSTANCES
FOR PHARMACEUTICAL USE

Corpora ad usum pharmaceuticum

The statements in this monograph are infended to be read
in conjunction with individual monographs on substances
in the Pharmacopoeia. Application of the monograph

to other substances may be decided by the competent
authority.

DEFINITION

Substances for pharmaceutical use are any organic or
inorganic substances that are used as active substances

or excipients for the production of medicinal products for
human or veterinary use. They may be abtained from natural
sources or produced by extraction from raw materials,
fermentation or synthesis.

Substances for pharmaceutical use may be used as such or
as starting materials for subsequent formulation to prepare
medicinal products. Depending on the formulation, certain
substances may be used either as active substances or
excipients. Solid substances may be compacted, coated,
granulated, powdered to a certain fineness or processed

in other ways. Processing with addition of excipients is
permitted only where this is specifically stated in the
Definition of the individual monograph.

Substance for pharmaceutical use of special grade.

Unless otherwise indicated or restricted in the individual
monographs, a substance for pharmaceutical use is intended
for human and veterinary use, and is of appropriate quality
for manufacture of all dosage forms in which it can be used.

Polymorphism. Individual monographs do not usually
specify crystalline or amorphous forms, unless bioavailability
is affected. All forms of a substance for pharmaceutical use
comply with the requirements of the monograph, unless
otherwise indicated.

PRODUCTION

Substances for pharmaceutical use are manufactured

by procedures that are designed to ensure a consistent
quality and comply with the requirements of the individual
monograph or approved specification.

The provisions of general chapter 5.10 apply to the control
of impurities in substances for pharmaceutical use.

Whether or not it is specifically stated in the individual
monograph that the substance for pharmaceutical use:

— is a recombinant protein or another substance obtained
as a direct gene product based on genetic modification,
where applicable, the substance also complies with the
requirements of the general monograph on Products of
recombinant DNA technology (0784);

— is obtained from animals susceptible to transmissible
spongiform encephalopathies other than by experimenta!
challenge, where applicable, the substance also complies
with the requirements of the general monograph on
Products with risk of transmitting agents of animal
spongiform encephalopathies (1483);

- is a substance derived from a fermentation process
whether or not the micro-organisms involved are modified
by traditional procedures or recombinant DNA (rDNA}
technology, where applicable, the substance complies
with the requirements of the general monograph on
Products of fermentation (1468).

If solvents are used during production, they are of suitable
quality. In addition, their toxicity and their residual level
are taken into consideration (5.4). If water is used during
production, it is of suitable quality.

If substances are produced or processed to yield a certain
form or grade, that specific form or grade of the substance
cornplies with the requirements of the monograph. Certain
functionality-related tests may be described to control
properties that may influence the suitability of the substance
and subsequently the properties of dosage forms prepared
from it.

Powdered substances may be processed to obtain a certain
degree of fineness (2.9.12).

Compacted substances are processed to increase the particle
size or to obtain particles of a specific form and/or to obtain
a substance with a higher bulk density.

Coated active substances consist of particles of the active
substance coated with one or more suitable excipients.

Granulated active substances are particles of a specified
size and/or form produced from the active substance by
granulation directly or with one or more suitable excipients.

If substances are processed with excipients, these excipients
comply with the requirements of the relevant monograph or,
where no such monograph exists, the approved specification.

CHARACTERS

The statements under the heading Characters (e.g.
statements about the solubility or a decomposition point)
are not to be interpreted in a strict sense and are not
requirements. They are given for information.

Where 2 substance may show polymorphism, this may be
stated under Characters in order to draw this to the attention
of the user who may have to take this characteristic into
consideration during formulation of a preparation.
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Substances for pharmaceuatical use

IDENTIFICATION

Where under Identification an individual monograph
contains subdivisions entitled First identification and
Second identification, the test or tests that constitute the
First identification may be used in all circumstances.. The
test or tests that constitute the Second'identification may
be used for identification, provided it can be demonstrated
that the substance is fully traceable to a batch certified to
comply with all the other requirements of the monograph.

TESTS

Polymorphism (5.9). If the nature of a crystalline or
amorphous form imposes restrictions on its use in
preparations, the nature of the specific crystalline or -
amorphous form is identified, its morphology is adequately
controlled and its identity is stated on the label.

Related substances. Organic impurities in active substances
are to be reported, identified wherever possible, and qualified
as indicated in Table 20341 g ‘

Specific thresholds may be applied for impurities knigwn
to be unusuzlly potent or to produce toxic or unexpected
pharmacological effects.

If the individual monograph does not provide suitable
control for a new impurity, a suitable test for control must
be developed and included in the specification for the
substance.’ ’

The requirements above do not apply to hiological and
biotechnological products, peptides, oligonucteotides,
radiopharmaceuticals, products of fermentation and
semi-synthetic products derived therefrom, to crude products
of animal or plant origin or herbal products.

Residual solvents are limited according to the principles
defined in the chapter (5.4), using the general methed
{2.4.24) or other suitable methods. Where a quantitative
determination of a residual solvent is carried out and a test
for loss on drying is not carried out, the content of residual
solvent is taken into account for calculation of the assay
content of the substance.

Sterility (2.6.1). If initended for use in the manufacture

of sterile dosage forms without a further appropriate
sterilisation procedure, or if offered as sterile grade, the
substance for pharmaceutical use complies with the test for
sterility. .

Bacterial endotoxins (2 6.14). If offered as bacterial -
endotoxin-free grade, the substance for pharmaceutical use
complies with the test for bacterial endotoxins. The limit
and test method (if not gelation method A) are stated in the
individual monograph, The limit is calculated in accordance
with Test for bacterial endotoxins: guidelines (2.6.14),
unless a lower limit is justified from results from production
batches or is required by the competent authority. Where a
test for bacterial endotoxins is prescribed, a test for pyrogens
is not required.

Pyrogens (2.6.8). If the test for pyrogens is justified rather
than the test for bacterial endotoxins and if a pyrogen-free
grade is offered, the substance for pharmaceutical use
complies with the test for pyrogens. The limit and test
method are stated in the individual monograph or approved
by the competent authority. Based on appropriate test
validation for bacterial endotoxins and pyrogens, the test for
bacterial endotoxins may replace the test for pyrogens.
Additional properties. Control of additional properties {e.g.
physical characteristics, functionality-related characteristics)
may be necessary for individual manufacturing processes
or formulations. Grades (such as sterile, endotoxin{ree,
pyrogen-free) may be produced with a view to manufacture of
preparations for parenteral administration or other dosage
forms and appropriate requirements may be specified in an
individual monograph.

ASSAY ‘
Unless justified and authorised, contents of substances for
pharmaceutical use are determined. Suitable methods are
used. D

LABELLING

In general, labelling is subject to supranational and national
regulation and to international agreements. The statements
under the heading Labelling therefore are not comprehensive
and, moreover, for the purposes of the Pharmacopoeia
only those statements that are necessary to demonstrate
compliance or noncompliance with the monograph are.
mandatory. Any other labelling statements are included as
recommendations. When the term “label” is used in the
Pharmacopoeia, the labelling statements may appear on the
container, the package, a leaflet accompanying the package
or a certificate of ahalysis accompanying the article, as
decided by the competent authority.

Where appropriate, the label includes statements that the
substance is: ]
intended for a specific use,

of a distinct crystalline form,

of a specific degree of fineness,

compacted,

coated,

granulated,

sterile, ‘ -

free from bacterial endotoxins,

free from pyrogens,

containing gliding agents.

Where appropriate, the label indicates the degree

of hydration, the nature of any added antimicrobial
preservative, antfoxidant or other excipient. When active
substances are processed with addition of excipients, the
label indicates the excipients used and the content of active
substance and ex¢ipients.

Table 2034-1. - Reportz‘ng,-;‘d'entiﬁcafian and qualification of organic impurities in active substances

Use Maximum daily Reporting Identification Qualification
dose threshold - threshold - threshold
Human use or human and <2 g/day > (.05 per cent > (.10 per cent or a daily > 0.15 pér cent or a daily
veterinary use intake of > 1.0 mg (whichever - intake of > 1.0 mg (whichever
] is the lower) is the lower)
Human use or human and » 2 g/day > (.03 per cent > (0,05 per cent > 0,05 per cent
veterinary use ) , )
Veterinary use only . Not applicable > {).] per cent > (.2 per cent > 0.5 per cent

Ceneral Notices {1) apply to all monographs and other texts
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fTMeY22EE (FAE, HEOEE, %ﬁﬁﬁﬁﬁi@@ﬁg) GD:‘E*;?J?‘: i, @eo
v AT TR, BALOBRIZBWTHDHELEETHS. FRGEOE
B L—F BT, B8, RV —, XM uPor7Y-) 1Y, R
O @) WA MoRAEHSOREOBERIVEASKLLLOTHY, HELE
REFHIIESFPICHEENS. '

& &

#7284 2% (Unless justified and authorlzed) E%nuﬁﬁﬁﬂ@ﬁ;ﬁ;&i b iRIbA
FEEROTHEEBLESRS.
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# 1~ (Labelling)

EELOFTRIE, —&iZ, %@%H‘J&U@%ﬁﬁfﬁﬁlkﬁofkb o, BEENEE
WESWTWS, LERS T, #FROEIZBITAEERE, BENR2L0THY, X5,
BECOREITESTINEVERTYHERLD LERT I L1200, BRFOEHN
WRL LT, EHMROLNTWS. BRCRT 52 0MOREE, MHE) LT
DHLDOTHD., ERIFTPT (F27 (abel)} ORHBHAVWLRLTWAES, HREHEL,
BHYBIC X 28R C)E- T, B BENIRAXEDICE#HSHhD.

FRBEEPICE, SERUT, BEMESHECETLIROL S RIFENSTEND ¢
—$EkRE ' |
—Em FESINIHE)

—BROHENEDESWN
—ERERTE OF &
—a—F{r S OFE

—HRi{bDOHE
—EE
—xzFrxir 7 ) —

—R My FTY—
—?ﬁ'?ﬁﬁwﬁn

T, RFEPICE, AMOESY, RERRGTA, HRIA, H50ET0Mho
FMACET A EREEDICED 5. JR3E (active substances) ASESHIEZ Mz THIT
ShaHE, TORTICE, AN RIMAOEE & RIER CRIF S ARl s
h3.
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EU iz351} 5 B3R5 AR AHER T2\ T

Certification

Purpose of the procedure .

The Procedure is based on a Resolution of the Public Health Committee (Partial Agreement,
Resolution AP-CSP (99) 4). Under this official procedure, manufacturers or suppliers of
substances for pharmaceutical use can apply for a certificate concerning : the evaluation of
the suitability of the monograph for the control of the chemical purity and microbiological
quality of their substance according to the corres;)ondipg specific monograph, or the
evaluation of reduction of Transﬁ1issible Spongiform Encephalopathy (TSE) risk, according to
the new general monograph, or both. This procedure is aimed at facilitating and simplifying
exchanges between the partners to ensure that the quality of substances is guaranteed and

that these substances comply with the European Pharmacopoeia.

bpan a1

FHEOA |

F# % X Public Health Committee (Resolution AP-CSP (99)4, 54y 88) OREICESL,
SOAMBEFREOTC, EXLHAREORMES /2R3 ER8ER., REBETIEREDODHIZH
B g LRTE, FRIE. MIETAMESNT 257 (specific monograph) iZfo TERLR
B (L2 REE B U R R R EBRT B DIT, 20%T ) 75 7ITHEE L TWA»OTHE,
FIXHLWW—2E ) 757 (general monograph) ZH - CTREEWMEEGIRBEE (TSE) OfER
EARY SN TOSH0RME, b L EFOFEICET 3 b0 ThHSB, ZOFHESIE, A— b
F—ficiBnWT, BEOREDEREL EP BEATHAZ LOBMIEORITDLLERESICL, £
LRI Ao L2 BIE LTV,

Purpose of certificates of suitability (CEP)

CEP are recognised by 34 signatory states of the European Pharmacopoeia Convention and by
the European Union. Other countries'have also chosen to recognise them. CEP can be used by
the manufacturers of pharmaceutical products in their applications for marketing
authorisation to demonstrate the compliance of the substance used with the monographs of
the European Pharmacopoeia and Directives 2001/83/EC and 2001/82/EC.

EEHERECEP) O B _ o

CEP i3 European Pharmacopoeia Convention (EP ##2) 245 34 ¥ HE EU 234
hTwa, zothoE« bER CEP 2RAT 252 L 2 BR L., BERSBEHRTL, REKRAE
i~ CEP #FIfi L. A\ o 3EE EP O/ 77 7% 2001/83/EC L 2001/82/EC Oi5EHIHE
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