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SCHEDULE FOR THE PROPOSED ADOPTION PROCESS OF DOCUMENT QAS/13.526:

GOOD PHARMACOPOEIAL PRACTICES

Need for good pharmacopoeial practices (GPhP) stated
during first international meeting of world
pharmacopoeias, Geneva, and other related events with
stakeholders

28 February—1 March 2012
7-8 October 2012
9-12 October 2012

21-22 October 2012

A,

First draft of good pharmacopoeial practices (GPhP) sent
out for comment (QAS/12.516)

)4
17 October 20@

Compilation of feedback and comments received

N\
Novemb@c}nber 2012

Circulation of GPhP to drafting group on good
pharmacopoeial practices with comments, as well as
Concept paper on scope and background (QAS/13.518)

18®a 2013

Formation of initial drafting group (IDG), includin, 'February 2013
representatives from each pharmacopoeia, as pe
nomination, to review draft concept paper vi
teleconference call aﬁ
February 2013

detailed structure

A
Preparation of new skeleton and fir@ith more

Mailing to world pharmacopgetas for additional
feedback, preparation of m hapters by drafting group

February—March 2013

Compilation of feed@ Y

pa

April 2013

N4
Discussion of, rking document on good

pharmacopdejal practices at second international meeting
of worldgpharnm¥acopoeias, New Delhi, India

P

18-19 April 2013

R@mion of GPhP prepared and mailed out for
0
r

c ts to all pharmacopoeias, for feedback to be
provided to lead pharmacopoeias for each chapter

28 May 2013

Discussion of feedback during informal consultation to
discuss new medicines, quality control and laboratory
standards

12—-14 June 2013

Revision of each chapter by each GPhP lead
pharmacopoeia

28 June 2013
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Mailing of each chapter to WHO for compilation into a
revised working document

July 2013-December 2013

Presentation to forty-eighth meeting of the WHO Expert | October 2013
Committee on Specifications for Pharmaceutical

Preparations

Compilation of all various chapters received from the January 2014

lead pharmacopoeias and mailing out to all world
pharmacopoeias

O

Compilation of all comments received

Discussion during the 3rd international meeting of world
pharmacopoeias in London, United Kingdom

March 2014 \y
10-1 @

Revised version of GPhP prepared and mailed out for
comments to all pharmacopoeias, for feedback to be
provided to each chapter

@?&4

Compilation of all comments received

22 September 2014

Following feedback and discussions during gva( k4
telephone conference calls of the subg@zo ing on
the Technical Annex to the future tie'Ph.Eur.
Secretariat prepared a significant ned draft which
is circulated for comments

sh

23 September 2014

Compilation of all comm@etived

30 September 2014

Discussion during international meeting of world
t} SD

pharmacopoeiﬁl\ ourg, France

8—10 October 2014

y
Briefing ogﬁ@ss to forty-ninth meeting of the WHO

Expert itfee on Specifications for Pharmaceutical
Prepatapi le

13—17 October 2014

y
Co ation of consultation process with world
pharmacopoeias

October 2014-January 2015

Continuation of consultation process with world
pharmacopoeias and worldwide

Mid-January—mid-March 2015

Compilation of all comments received

10-15 March 2015
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Discussion of feedback during the 5th international
meeting of world pharmacopoeias in Washington, USA

20-22 April 2015

Continuation of consultation process with world
pharmacopoeias and worldwide

May-July 2015

Compilation of all comments received

15 August 2015

Discussion during the 6th international meeting of world
pharmacopoeias

September 2015, dat ¢ with host

VN

Presentation to the fiftieth meeting of the WHO Expert
Committee on Specifications for Pharmaceutical
Preparations

12-16 OC@\Y

Any follow-up action as necessary
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75 GOOD PHARMACOPOEIAL PRACTICES
76
77 1. BACKGROUND
78

79  Harmonization efforts in the area of pharmacopoeias started more than a century ago.

80  The World Health Organization (WHO) was mandated with its Secretariat in 19&?5
lobal

81 led to the creation of The International Pharmacopoeia, which was the

82  pharmacopoeial activity. Many others followed. @
83
84  Pharmacopoeias are embedded in their respective national or regi latory

85  environment. Retrospective harmonization has proven diffic 1 eve. Prospective
86  harmonization may be easier but presents certain challeng@r the initial work

87  has been done, as the maintenance process over time harmacopoeial standards

88  (pharmacopoeial texts and reference standards@ be viewed within a long-term

89  perspective.
" 5

91  The term “harmonization” may be l%(ygfnding and therefore have different

92  connotations in the national and r context. In the context of this document

93  “harmonization” is maintaj me parts in the view of its historical use and is

94  understood to mean the fo@ing: “The process through collaborative effort whereby

95  differing require thin participating pharmacopoeias move towards becoming

96  more similar % d over time.” This is nowadays also referred to as “convergence”
ariat: cross-reference to the new Good Review Practices definition as

97  [Note fi@
98  footngtewill*be added].

99 %@
100 Developments in science and medical practice, globalization and the presence of

101  spurious/falsified/falsely labelled/counterfeit (SFFC) products require pharmacopoeias to
102 constantly revise. Convergence and reinforced collaboration among pharmacopoeial

103  committees and regulators, supported by adequate interaction with industry, will assist in
104  facing new challenges and resource constraints.

105



106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127
128
129
130
131
132
133
134
135
136

Working document QAS/13.526/Rev.5
page 7

A first initiative to reopen the discussion on international harmonization of quality
control specifications on a global scale was taken in a side meeting of the 10th
International Conference of Drug Regulatory Authorities (ICDRA) entitled:
"Pharmacopoeial Specifications — Need for a Worldwide Approach?" in Hong Kong on
24 June 2002. This further led to discussions among regulators during the 11th ICDRA
meeting held in Madrid in 2004.

Other international events during the following years enabled discussions \%%

among pharmacopoeias on this topic.

In 2012 a series of meetings and events focused on and reop@ 1s debate worldwide
among the pharmacopoeias and their stakeholders. These e‘ents luded:

— 28 February-2 March 2012: the :ternational meeting of world
pharmacopoeias held at WHO, va, Switzerland;

— 7-8 October 2012: j@WHO Conference during the FIP Centennial

Congress, Amster , Netherlands;

— 9-12 Octo @ 012: forty-seventh meeting of the WHO Expert Committee on

Speci ions for Pharmaceutical Preparations, Amsterdam, Netherlands;

x%%) October 2012: pre-ICDRA meeting on Quality of medicines in a

Q globalized world: focus on active pharmaceutical ingredients, Tallinn,

%%) Estonia;

— 23-26 October 2012: 15th International Conference of Drug Regulatory
Authorities (ICDRA), Tallinn, Estonia.

The main emerging suggestion from all these events was the development of good

pharmacopoeial practices to favour harmonization/convergence facilitated by WHO.
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A number of pharmacopoeias agreed to participate in an initial drafting group.

It was agreed to develop the good pharmacopoeial practices under the auspices of the

WHO Expert Committee on Specifications for Pharmaceutical Preparations, benefiting

from its well-established international standard-setting processes and procedures. These

processes include an international wide consultation process, which enables p &on

of all stakeholders and users in the development process. The final guidaq@ uld then
t

be presented, in line with the procedure, to WHO’s 194 Mem ates and

pharmacopoeial authorities. @

2. PURPOSE OF GOOD PHARMACOPOEIAL P&)@ES

The primary objective of the WHO Good Pharma Practices (GPhP) guidance is
to converge approaches and policies in establi @rmaeopoeial standards, which will
support regulatory authorities in controlli%ne uality of pharmaceutical ingredients,
their finished products and other mat s and will provide a tool by which the user or
procurer can make an independent jydgement regarding quality, thus safeguarding the

health of the public.

GPhP describes a s ptinciples that provides guidance for national pharmacopoeial
authorities (NPA@ egional pharmacopoeial authorities (RPAs) which facilitates the
appropriate igl?, development, maintenance, publishing and distribution of

pharma eiakstandards.
3. ENEFITS OF GOOD PHARMACOPOEIAL PRACTICES

GPhP is designed to facilitate collaboration among pharmacopoeias leading to
possibilities for work sharing, harmonization/convergence of standards, and the
recognition of published standards between NPAs and RPAs), increasing access to and

availability of affordable, quality medicines.
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In addition to the above the establishment of GPhP may result in the following:

- strengthening of global pharmacopoeial cooperation;
- providing stakeholders with a better understanding of how pharmacopoeial
standards are developed and maintained in a transparent manner;

- improving cooperation between NPAs/RPAs and stakeholders (e.g. regulat &
industry) with a view to facilitating the global harmonization/converge@

pharmacopoeial standards, to reduce duplication of work. @

Pharmacopoeial standards that are developed following GP e relied upon for
adequately validated analytical procedures and suitable reference-Standards for assessing
conformity of pharmacopoeial requirements and to@8sure access to affordable, safe,
effective and high-quality medicines. Adherence % can foster exchanges, work

sharing and acceptance of monographs among p acopoeias.

GPhP should ultimately enable c@nce and harmonization of pharmacopoeial

standards.

4. IMPLEMENTA@I

While the im t;tion of the GPhP by NPAs and RPAs is voluntary it is
recommen nd encouraged, as a high level of participation will result in greater

benefi stakeholders and ultimately to patients.

S. % MONOGRAPH DEVELOPMENT

Development of a monograph requires consideration of information and candidate
materials. This information may come from, e.g. donors, literature, various publicly
available material, from other pharmacopoeias or may be generated within the laboratory

resources of a pharmacopoeia. The draft text should be displayed for public comments.



199
200
201
202
203
204
205
206
207
208
209
210
211
212
213
214
215
216
217
218
219
220
221
222
223
224
225
226
227
228
229

Working document QAS/13.526/Rev.5
page 10

Pharmacopoeias are encouraged to conform where possible to the work of harmonization
bodies and initiatives towards convergence (e.g. WHO, International Conference on

Harmonisation (ICH) and Pharmacopoeial Discussion Group (PDG).

5.1 General considerations &
il

Pharmacopoeial monographs generally cover chemical, biological and herb‘%g icines
and their ingredients approved by national regulatory authorities and/or ot iSe legally
marketed within a national or regional sphere of control. Some pharmagopeeias also

include standards for, e.g. medical devices, nutritional ingredi products.

Specifications in pharmacopoeias are one facet of the %B control of the quality of
finished pharmaceutical products (FPP) and their itients (components, ingredients).
Monographs provide publicly-available standar at a product or a component of a

product is expected to meet at any time durifig its period of use. Thus, a substance should

be able to demonstrate compliance armacopoeial monograph up to the point at

which it is used to prepare a finis age form. An FPP should demonstrate
compliance with a monograpl, if ayailable, throughout its shelf-life. Pharmacopoeial
specifications are used w@: armaceutical product marketing authorization systems
and by manufactuée)@up 1ers, purchasers and those acting on behalf of patients.

Before the procesg of writing a monograph can begin, it is important to consider the tests

pr: ecifications that favour one manufacturer to the exclusion of others should be

avorded.

that ar; ired to demonstrate the quality of a given substance or pharmaceutical

For example, the ICH guidelines Q6A (Specifications: test procedures and acceptance
criteria for new drug substances and new drug products: chemical substances) could be
used as a basis. Whenever possible, the specifications should be applied consistently in

monographs across all participating pharmacopoeias. For example, certain regions
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specify compliance with manufacturing-based testing (usually measures of the physical
or physicochemical acceptability) in the specific monograph, while others incorporate

these requirements in General monographs for a particular pharmaceutical product.

Additional tests might be added by NRAs and RPAs depending on, e.g. national/regional

regulations. &

Monographs set forth an article's nonproprietary name, definition, specifica, 'o%may

include other requirements such as packaging and storage. The specificatiQhconsists of
identity,

tests, procedures and acceptance criteria that define quality aspects as
strength and purity of the monographed material.. Pharmacopo ographs provide

an important tool for assurance of the quality and safety of fnarkéted pharmaceutical

ingredients and products through testing of their qualij%'

Pharmacopoeial standards allow independent testing and are a critical part of the “safety
net” of standards that help ensure the quality; safety and efficacy of medicines. They are
closely allied with good manufacturipg practice (GMP) standards, which are process

standards.

Pharmacopoeial monogr@ edures often call for suitable reference standards.

Xharmacopoeial standards should be available for medicines and their
ingredients and associated materials. They are usually based on the shelf-life
%'specifications approved by regulatory authorities [ *add footnote: In the case of
The International Pharmacopoeia specifications are developed for those medicines
included in The Essential Medicines List (EML) and those that are of major
public health interest, including, e.g. those that are on the Expression of interest
(EOI) for prequalification by WHO] or on the specifications provided by

manufacturers of unlicensed products.
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(b) The monographs may employ various validated analytical procedures for the tests
that are feasible to be performed and a trained and experienced analyst could perform
without any repetition or development of new procedure. The validation of analytical
procedures described in monographs should comply with the requirements as laid
down, for example, in the WHO [ Ref: Supplementary guidelines on good
manufacturing practices: validation, Appendix 4 on Analytical method vali (i&m
WHO Technical Report Series, No. 937, 2006, Annex 4] and ICH guid %ﬁ
(Q2R1) “Validation of Analytical Procedures: Text and Methodology™\]

(c) Pharmacopoeial standards are public standards that are @ -based and data-

driven and based on sound analytical measurement and@ anying validation data.

(d) A pharmacopoeia’s core mission is to prot@bﬁc health by creating and
e

making available public standards to helae) the quality of medicines.

Pharmacopoeias respect the intellec@erty of donors and recognize the importance

of maintaining the confidentialit rietary third-party information. Pharmacopoeias

endeavour to work collabor

stakeholders in the deve@

5.1.2 Adopti ;rmacopoeial standards

ith manufacturers and regulators and other

of public standards.

(a) in a pharmacopoeial monograph and general chapter is approved by an

e%' of the pharmacopoeia, following publicly available rules and procedures,
inc

ing public consultation and applicable conflict of interest and confidentiality rules.

(b) Reference standards cited in a monograph and/or their compendial uses also are

approved by a pharmacopoeial expert body.
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5.1.3 Open and transparent process

Pharmacopoeias ensure openness and transparency throughout the development of

pharmacopoeial standards, which includes:

(1) engaging stakeholders in the routine development and revision of
e ;y;l

pharmacopoeial standards through adequate and timely public no
comment;

(i1) inviting the participation of stakeholders, especially when t %%ussion
has impact on the access to medicines; @

(1)  engaging stakeholders in the accelerated develo nd revision of

standards to address major public health conCerns;

(iv)  timely inclusion of strategic monograp at address major public health
demands; @'

(v) rapid correction of errors publishéd in compendial text, when necessary;

(vi)  timely and appropriate reyisidn gnd/or withdrawal of compendial
standards, when necessaryNI'he legal status of monographs that have been

withdrawn will de the national regulatory framework.

5.1.4 Continuous revis@

Pharmacopoeii,] ;ds are in a continuous revision process to ensure that they are

based 0% ientific knowledge.
S@moniﬂm’on

Pharmacopoeias should harmonize standards wherever possible, through monographs and
general chapters. Harmonization may occur through several processes including, but not
limited to: adoption/adaptation of existing standards; revision of a standard between two

or more pharmacopoeias (bilateral or multilateral harmonization); development of a new
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standard through coordinated consideration (prospective harmonization); revision or

creation of standards through a coordinating body (e.g. PDG); or other approaches.
5.1.6 Legal recognition

Pharmacopoeial monographs may acquire legal status and then become subject to

enforcement depending on applicable national or regional requirements. E&
5.1.7 Compliance with a pharmacopoeial monograph &

Any substance or product subject to a monograph must comply, w4 of the mandatory

requirements within the pharmacopoeia throughout its peri(‘d 0 or shelf-life.

The assays and tests described are the official met@kn which the standards of the
c

pharmacopoeia depend. The analyst may not b uded from employing alternative
methods depending on national and regional€gislation. A validation of the alternative
analytical procedure should be done te'shiew at least an equivalent performance to the

analytical procedure described in &nograph. If an alternative analytical procedure is

used, it is necessary to provi rationale for its inclusion and identify its use (e.g.

release, stability testing)a on data and comparative data to that of the analytical
procedure described@e onograph, subject to regulatory approval.

In case of Sd@o%ﬁpute the official pharmacopoeia methods prevail and are alone

authori

5.1 % Analytical requirements

Pharmacopoeial methods and limits are set with the intention that they should be used as
compliance requirements and not as requirements to guarantee total quality assurance.
To achieve maximum benefit from the examination of a product, the recommended

approach is that, wherever possible, a variety of different analytical techniques should be
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employed, considering the feasibility and affordability of the methods. As analytical
methods become more precise, it will become increasingly possible to combine precision

with specificity which optimize analytical effort and time.

5.1.9 Acceptance criteria

Acceptance criteria are numerical limits, ranges or other suitable measures for a (&De
ceept

of the results of analytical testing to allow determination of pass/fail criteri@ ance
criteria indicated in a pharmacopoeial monograph allow for analytical errory
unavoidable variations in manufacturing processes and for deviatio@ extent
considered acceptable under practical storage conditions. They standards with
which substances or products must comply throughout theif shelf=tife or period of use.
Different acceptance criteria may be required depend@he national or regional

regulatory authorities.

5.2 Technical guidance $§'

The technical guidance provided in&wection shall be considered as the minimal

requirements agreed between rticipating pharmacopoeias. They do not preclude

national or regional phar ias to supplement such requirements in their

monographs due, e. atdonal/regional regulations.

327 Mor@or pharmaceutical substances

Prio preparation of any monograph, it is essential to gather as much information as

po on the substance in question.

In particular it is necessary to ascertain:
e whether the substance is of natural, synthetic or semi-synthetic origin;

¢ whether the substance is a mixture or a single entity;
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¢ the method(s) of preparation of the substance;

® intrinsic properties of the substance that contribute to its identity and classification

such as solubility or optical rotation;

e whether there are differences in physical form, for example, crystallinity or

polymorphism since these properties may affect the behaviour of the substance ;

e whether a single optical isomer (e.g. enantiomer) as well as mixtures of 150%(% .g.

racemate) are available;

e whether anhydrous or different hydrates are available; A§

e whether different entities (acid, base, salt, etc.) are available

Substances that are to be described in a monograph m@members of a group of very
similar substances (family).
A master monograph may be drafted stating the agfributes common to all members of the

family and that can be used to identify singl mbers of the family (family monograph).

5.2.1.1 Monograph title Q

The International Nonpropri ame (INN) or modified INN (INNM) established by
WHO should be consid@f r use wherever it is available, while recognizing that
a

individual pharmacs

5.2.1.2 &eneral information to define the pharmaceutical substance

y apply their own nomenclature policies.

%harmacopoeial monograph includes information regarding the pharmaceutical

%f "substance, such as:

e graphic formula. The recommendations of WHO on the drawing of structures

should be followed;
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e empirical/molecular formula and relative molecular mass. The latter is calculated
based on the figures of the International Table of Relative Atomic Masses

considering where appropriate the degree of hydration;
¢ Chemical Abstracts Service (CAS) registry number, if available;

e chemical name.

This implies, but is not limited to, investigating in particular: @;

e the possible existence of isomers so as to be able to specify

or, otherwise, to state that the product is a mixture of iso

® in the case of an optical isomer, the absolute confi @n is given by the R/S
system at the asymmetrical centre(s) or any gther
carbohydrates and amino acids);

e ascertaining the state of hydration or soNation by an appropriate technique, so as

to distinguish clearly between(i‘:l l-defined hydrates and solvates and the
q

ropriate system (e.g. for

products that contain variab. tities of solvent(s). As regards the former,
water or solvent content %«are specified but for the latter only a maximum
content is given. W a substance exists both in a non-hydrate or solvent-free
form and in the@ (a) hydrate(s) or (a) solvate(s) with different water or
solvent conl@an if all these forms are used and can be clearly distinguished,
they m ted as individual substances.

5.2.1.2.1 mbinations

tics, more or less well-defined chemical combinations or even mixtures are

es used. In such cases, it is necessary to specify precisely each component of the
combination or mixture, with its chemical structure and the proportion in which it is

present.

52.13 Content
Assay limits are specified between which the content falls. The content may be also

defined in a one-sided manner. The assay limits take account of the precision of the
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method as well as the acceptable purity of the substance. Assay limits are normally

expressed with reference to the dried, anhydrous and/or solvent-free substance.

In setting these limits for the active ingredient content, account is taken of:

e the method of preparation, which determines the degree of purity that may be

reasonably required;

e the precision and accuracy of the analytical method; %

e where a separation technique is employed both for the test fo% ubstances

and the assay, content limits are set taking into account the
amount of impurities and the analytical error;

e the evaluation of the tolerable degree of degrada n uring storage (since the

limits are intended to apply throughout the s of the substance and not just

at the time of testing);

e a sufficient number of experimenta & obtained on several batches (at least

&d ages.

5.2.1.4 Qualitative prope the pharmaceutical substance

3), if possible, of different ori

The statements under this he

regarded as analytical reqiirements. Caution statements may be included here.

The principal :&pﬁt may be referred to are the following:

m permitted

ay not be interpreted in a strict sense and are not
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stability factors;

hygroscopicity;

solid-state properties;

other characteristics, as necessary.

5.2.1.5 Identification
The tests given in the identification section are not designed to give a full co ion of
the chemical structure or composition of the substance. They are intended¢o 61V,
confirmation with an acceptable degree of assurance that the substan &ne stated
on the label. The physical and/or chemical tests and reactions, whe together, that
enter into the Identification section ensure, as far as possibles @city. The specificity
of the identification should be such that active substances a@cipients exhibiting
similar structures are distinguished. When an identifi %’ﬁ
is desirable that other similar substances, Whet%g
monographs of the pharmacopoeia, are exar@;ed

particular combination of tests within a/Sgries Will successfully distinguish one similar

eries is being investigated, it
they are the subject of

the same time to ensure that a

substance from another. False positive(reactions caused by the presence of tolerated

impurities are to be avoided.

Some of the purity te @onograph may also be suitable for identification purposes,
possibly in a mo@m. A system of cross-references to the section(s) can be
exploited. T i% icularly relevant in cases where distinction between closely related
materialg d &ds on properties that are also parameters in purity or composition control.
Ins ses an organic impurities procedure may be introduced to differentiate the

an rom similar, common, dangerous adulterants.

In the case of a family monograph, identification of the type of substances may be
supplemented by non-specific but discriminating tests to identify individual members of

the family.
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5.2.1.6 Impurities and other tests
5.2.1.6.1 Organic impurities

This section is principally directed at limiting impurities in chemical substances.

In the interest of transparency, information may be included on: the impurities controlled

by a test; the approximate equivalent (percentage, ppm, etc.) of the prescribed limit i

terms of the defined impurities or class of impurities. E

Certain tests may apply to special grades (parenteral, dialysis solutions,%&g test may

have a special limit for a particular use: the particular application @ 1mit is

indicated within the test.

Monographs should include tests and acceptance critet orlg)purities that are likely to
occur in substances used in approved medicinal prg ofar as the necessary
information and samples (substance and impuritigs) are available from the producers.
Monographs on organic chemicals usuall h%a test entitled “Related substances” (or a
test with equivalent purpose under a fgﬁr)t title), designed to control related organic
impurities. Impurities to be contr &;lude: intermediates and by-products of

synthesis, co-extracted subs

products of natural origin, degradation products.

Monographs on active p@é tical ingredients (APIs) should take account of the

principles defined i guideline Q3A (R2) “Impurities in New Drug Substances”, or
Qd follow regulatory decision-making. Products of fermentation

comparable guidéli
and semi—sg% products derived therefrom, should be limited applying the same

princi t be covered by thresholds considered appropriate for these products. The

sa@ ingiple applies to excipients.

Unusually potent or toxic impurities. In addition to the above-mentioned requirements,

impurities that are unusually potent or produce toxic or unexpected pharmacological
effects, need to be specifically considered. In this context requirements for genotoxic

impurities may be followed.
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Monographs frequently have to be designed to cover different impurity profiles because

of the use of different synthetic routes and purification procedures by producers.

For pharmacopoeial purposes the objective of a purity test using a separation method will
usually be the control of impurities derived from one or more known manufacturing
processes and decomposition routes. However, the experimental conditions are Ch&

for the test, especially the detection system, so as not to make it unnecessarily n%o i

scope. %

rities on the

Monographs should provide a reliable means of locating all specified

chromatogram. Identification of unspecified impurities is nece@ correction factor

is to be applied. ‘
5.2.1.6.2 Inorganic impurities Q’

Inorganic impurities include reagents, ligands agd sts, elemental impurities,

inorganic salts and other materials such as f% aids (where relevant).

Known impurities, likely to be pres%re typically covered by specific tests.

5.2.1.6.3 Residual solv
Residual solvents need to ntrolled, for example, as outlined in the ICH Guideline
Q3C.

5.2.1.6.4 r fests
The folm % should be considered, but are not limited to :
-%eign anions and/or cations;
%loss on drying;
e semi-micro determination of water (Karl Fischer);
e micro determination of water (coulometric titration);
e gsulfated ash/residue on ignition;

¢ residue on evaporation
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o sterility;
® microbiological purity;

e Dbacterial endotoxins.

5.2.1.7 Assay

Assays are included in monographs unless otherwise justified. In certain cases, mofe,than

one assay may be necessary when: %

e the substance to be examined consists of a combination of two pasts‘ghat are not
necessarily present in absolutely fixed proportions, so that t y of only one
of the two constituents does not make it possible A@to determine the
substance as a whole; C)C@

e the results of the quantitative tests do not full%;esent the therapeutic activity,

in which case a biological assay is incl@

In the case of well-defined salts, the as&bly one of the ions, preferably the

pharmacologically active componerityis generally considered sufficient.

5.2.2 Monographs for fiwi roducts
5.2.2.1 Genergl mohggraphs
Where General hs for pharmaceutical forms are prescribed, general tests may
group togethe ‘%sts that are applied to a specific pharmaceutical form and are not
formulaQ% ic; examples of this include uniformity of weight, friability and
disin@ion as applied to a tablet or the microbial quality of any finished product (i.e. a
t tal aerobic microbial testing). These tests may be included in a general
monograph for a pharmaceutical form, in this example, Tablets, as the test procedures are

the same for all tablets.

Where prescribed, General monographs include analytical methods and acceptance

criteria for all of the general tests required for a given pharmaceutical form.
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5.2.2.2 General information to define specific finished product monographs
Specific tests group together those procedures that are required to provide evidence that a
finished product is of a suitable quality and are specific to a particular pharmaceutical
dosage form. Examples include identification, related substances assay and dissolution

(for a finished product tablet monograph). Specific tests are measures of the purity,

would be included in a finished product monograph.

It is necessary to ascertain: @

¢ if the finished product contains a mixture or a single drui sn e;

e whether the synthetic routes of the drug substance(s) uscthi
products are different (the stability profile of th@

accordance with this parameter);

composition and drug release; these tests are dependent on the active substance éd

the available finished

products may vary in

e if the finished product monograph %?ayferent entities (acid, base, salt, etc.) or

not, e.g. when this is not possible;

¢ in case of polymorphism, if th
in the finished product 1
finished product moh.

Monographs

criteria @*

Tl%gggraph should be split up into the subsections including, but not limited to:

tallographic form of the entity must be mentioned

ph; if different dosage strengths are described in one

ific finished products include analytical procedures and acceptance

equired for the specific finished product.

5.2.24.1 Monograph title

The titles of monographs for finished products combine the appropriate drug substance

name and pharmaceutical dosage form.
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The accepted name should be based on the INN or national name wherever it is available
(the common name should be used where an INN or national name is not available); it is
supplemented, when required, as appropriate by the International Nonproprietary Name
Modified (INNM), as agreed by the users of INNs. Where possible the INN should be
used in the monograph title as this would reflect the expression of strength of a finished
product as recommended by ICH Guidelines. The name is followed by the nationally or
regionally accepted pharmaceutical dosage form taxonomy (or published stanc%&)

For finished products containing more than one drug substance (“‘combinati roducts”),
the individual INNs should be used where possible. Combination Na ames)

may exist in national pharmacopoeias for prescribing purposes.

5.2.2.4.2 Definition %'
This constitutes an official definition of the prod c@ 15 the subject of the monograph.
Such statements may include inter alia elements@ﬁng to the active pharmaceutical

substance, an expression of the content and oOthér essential features of the dosage form.

Where specified, the definition in thg”Gengral monographs describes the scope of the

monograph.
The following should beV d:
e the drug tanee will be referred to in this section; it is not necessary to

repr& defining information found in the drug substance monograph within

is section of the finished product monograph (i.e. chemical name, etc.);

% reference to producing a salt of the active moiety in situ during the
m

anufacture of the finished product should be made in this section;

e the composition of individual components in a drug substance should be described
under content where necessary; the definition would refer only to the name of the

drug substance.
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5.2.24.3 Content

Assay limits are specified between which the content of the drug substance in the finished
product must fall. Limits for each active substance (if more than one) or individual
components are included. The assay limits must take account of the precision of the
method as well as the strength of the finished product. Assay limits are normally

expressed with reference to the active moiety or the label claim, in accordance with

national or regional requirements. ;&

Specific assays should be used where possible, for example, liquid or %
u

chromatography. Specific assays remove interference from excipient lation
matrix) which could lead to significant errors when using non-s says. Limits
should be justified and account be taken of: C

e the strength of the finished product; the é the active substance in a

specific finished product. Unstable aetiv ubstances may require an increased

content;
¢ in the case of antibiotics det: ('n&by microbiological assay, the content limit is
expressed in International (IU); where these exist a content limit is given in
terms of a range, i, recision of the assay is such that the fiducial limits of
error are not lesst@QS 9% and not more than 105% of the estimated potency.
The upperfi. [ limit of error is not less than 97.0% and the lower fiducial

limit o s not more than 110.0% of the stated number of IU”;

. sﬁ@fbe section Assay.
5%%) Identification
he

T sts given in the identification section are not designed to give a full confirmation of
the chemical structure or composition of the product. They are intended to give
confirmation with an acceptable degree of assurance that the product is the one stated on
the label. Special attention must be given to the sample preparation to ensure that the

active substance is adequately extracted from the sample matrix.
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The minimum number of tests is used commensurate with providing adequate assurance
of identity. For example, the monograph may contain at least two procedures to identify
the active substance(s) in a pharmaceutical dosage form; one test may be sufficient if the
technique used is considered to be a fingerprint of the active moiety (e.g. infrared

absorption spectrophotometry).

5.2.24.5 Impurities and other tests
This section should include all of the specific tests that are required to prove té\it
0

of the given pharmaceutical form and in line with the format of the phg ias in the

different territories. @

The Tests section is intended to:

¢ limit the impurities within the finished product, 4his udes degradation
impurities throughout the shelf-life of the f@

occur due to the manufacturing process:

roduct and impurities that

ain circumstances it is necessary to
control impurities from synthesis in inished product, e.g. if they are known to
be toxic or when they are detectedin the test for related substances at a level

greater than the limit for unsp&eified impurities;

e to ensure the homo the active substance(s) from dose to dose within the
finished product;é

® to take ac the influence of the sample matrix to restrict the release of the

activ % n the finished product (i.e. a dissolution test in a monograph for
tab gy

O%imit the pyrogenic content of a parenteral finished product (i.e. a test for
2 “bacterial endotoxins or a monocyte activation test).

5.2.2.4.6 Impurities: Title of test(s)
Where the test is intended to control specified and unspecified impurities the title of the
test should be Related Substances or Related compounds or similar in-line with national

or regional practices [glossary].
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Where the test is intended to control one or a limited number of specified impurities the

title of the test should indicate the impurity(ies) controlled.

5.2.2.4.7 Related substances [or Related compounds]
Further to the section on drug substance monographs, the following should be considered

for related substances of finished product monographs:

e gpecific, quantitative techniques (i.e. HPLC) are preferred; S&
® non-specific or non-quantitative techniques should be used only if; &c) 1C
method is not available or suitable;

¢ methods should be developed with the aim to control n products and
impurities. In certain circumstances it is necessary té@ impurities from
synthesis in the finished product, e.g. if they arg<dgnown to be toxic or when they

are detected in the test for related substanc vel greater than the limit for

unspecified impurities;

® impurities being limited above t li&ibfor unknown impurities in a finished
product should be identifieddsing ¥reference standard or other suitable

techniques.

Monographs should take f the principles as, for example, defined in ICH
guideline Q3B (R2) “Imputigies in New Drug Products” and follow regulatory decision-

making. Q)

5.2.24.8 ormance testing
Depe frg‘ the dosage form adequate performance testing may need to be included in
the moégograph.

5.2.24.9 Uniformity

Pharmaceutical preparations presented in single-dose units shall comply with the test(s) as

prescribed in the relevant specific dosage form monograph.

Acceptance criteria would be specified regionally for a specific product/pharmaceutical

form.
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5.2.2.5 Other tests

The following tests should be considered, but are not limited to, where applicable:

o sterility,
® bacterial endotoxins;

® microbiological quality.

5.2.2.6 Products of natural origin %E

Attention needs to be paid to the requirements in the different territori inimizing
the risk of transmitting animal spongiform encephalopathy agents“wi an and
veterinary medicinal products. :

5.2.2.7 Assay %’

The Assay quantifies the amount of active subs% the finished product and certain
excipients such as preservatives depending ational and regional legislation. Ideally
the method used should be harmonized/With that in the active substance or excipient

monograph but this may not be possible because of the sample matrix.

Assays are included in all 1:: roduct monographs unless certain quantitative tests,

similar to assays, are carri t with sufficient precision (uniformity of content, where a

mean of individu could be considered an accurate assay). In certain cases more
than one assaya

necessary when:

° Lh@&ed product to be examined contains two, or more, active substances;

&products such as antibiotics the results of the quantitative tests do not fully

represent the therapeutic activity, in which case a microbiological assay and a test

for composition are included.

Specific stability-indicating assays should be included in the monograph where possible.

This avoids interference from the sample matrix.
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7. ANALYTICAL TEST PROCEDURES AND METHODOLOGIES
(ANALYTICAL METHOD)

Analytical test procedures and methodologies are employed to establish quality aspects
such as identity, purity,, strength of drug substances and drug products. An analytical

method mentioned in a pharmacopoeia should be simple, reliable, accurate, sensitive and

é&

A pharmacopoeia provides, e.g. physical, physicochemical and chemical %ﬂs for

specific.

analysis of quality of pharmaceutical substances and drug products (fint dosage

forms). The type of method applied for analysis depends on the f the substance

and product. C)

The principles of method validation as, e.g. [Ref: t, and ICH texts as above] apply
to all types of analytical procedures. It is establi§h demonstrating documentary

evidence with respect to any particular pharﬁiseu cal substance or product.

&S
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763 Glossary and Thesaurus
764
765
766
767  [Note from Secretariat: will need to be developed and is intended to i?Qde
768 the various terms used in the national and regional pharmacop@

769 @
770  Active pharmaceutical ingredient (API) @

771 A substance used in a finished pharmaceutical product (FPP), int@ furnish

772  pharmacological activity or to otherwise have direct effect ip

agnosis, cure,
773  mitigation, treatment or prevention of disease, or to have directeffect in restoring,

774  correcting or modifying physiological functions in ings.

775 Q
776  Dosage form

777  The form of the completed pharmaceu\j%)r uct, e.g. tablet, capsule, elixir or
778  suppository.

779

780  Finished pharmaceutical FPP)

781 A finished dosage form of armaceutical product that has undergone all stages of
782  manufacture, inc @

783

ckaging in its final container and labelling.

A
784

785 %\/



