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Notice

Patents

In this Pharmacopceia certain drugs and preparations have been included
notwithstanding the existence of actual or potential patent rights. In so
far as such substances are protected by Letters Patent their inclusion in
this Pharmacopceia neither conveys, nor implies, licence to manufacture.



Preface

The British Pharmacopceia 1988 is published by Her Majesty’s
Stationery Office for the Health Ministers on the recommendation of the
Medicines Commission in accordance with section 99(6) of the Medicines
Act 1968.

The preparation of this edition has made very heavy demands on the
members of the British Pharmacopceeia Commission, its committees and,
in particular, its staff. The Medicines Commission wishes to record
appreciation for the services of all who have contributed to this
important work. In particular it takes this opportunity to acknowledge
the outstanding contribution made by Dr C A Johnson, who retired after
exactly twenty-five years of service, of which eight were as Scientific
Director and twelve as Secretary and Scientific Director.



British Pharmacopceia
Commission

The British Pharmacopeeia Commission is appointed by the Secretary of
State concerned with health in England, the Secretaries of State
respectively concerned with health and with agriculture in Wales and in
Scotland, the Minister of Agriculture, Fisheries and Food, the
Department of Health and Social Services for Northern Ireland and the
Department of Agriculture for Northern Ireland, acting jointly, in
exercise of their powers under section 4 of the Medicines Act 1968.

The duties of the British Pharmacopceia Commission are as follows:

(a) the preparation under section 99(1) of the Act of any new edition
of the British Pharmacopceia;

(b) the preparation under section 99(1) of the Act, as given effect by
section 102(1) thereof, of any amendments of the edition of the British
Pharmacopceia published in 1968 or any new edition of it;

(c) the preparation under section 100 of the Act (which provides for
the preparation and publication of lists of names to be used as
headings to monographs in the British Pharmacopceia) of any list of
names and the preparation under that section as given effect by
section 102(3) of the Act of any amendments of any published list;

(d) the preparation under section 99(3)(b) of the Act of any
compendium or any new edition thereof;

(e) the preparation under section 99(3)(b) of the Act, as given effect
by section 102(1) thereof, of any amendments to any such
compendium.

Members of the British Pharmacopceeia Commission are appointed by
Ministers, having regard to recommendations made by the Medicines
Commission. Appointments are usually for a (renewable) term of four
years.
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The New Edition

Introduction

This edition of the British Pharmacopeeia, the fourteenth since the
merging of the London, Edinburgh and Dublin Pharmacopceias in 1864,
has been prepared by the British Pharmacopceia Commission with the
collaboration and support of its advisory committees and other experts.
The committees in particular are vital to the healthy growth and
maintenance of the Pharmacopceia. For this reason members are selected
to provide a wide range of expertise, advice and opinion. In this
connection it is of interest to note, and a source of satisfaction to the
Commission, that scientists from the National Biological Standards
Laboratory in Australia and an officer from the World Health
Organization in Geneva have been appointed as corresponding members
to three of the committees. The international nature of much
pharmaceutical production now demands a more international approach
from pharmacopceial authorities. The British Pharmacopceeia Commission
is very conscious of this and endeavours to foster it by dedicated
adherence to the aims of the European Pharmacopceeia Commission, by
continuing and regular contact with the United States Pharmacopeia
Convention and by occasional exchange of views with other
pharmacopceial authorities and with the World Health Organization. A
further international dimension is brought to the work because of the
extensive use made of the British Pharmacopeeia in many countries of
the world. This is evident from the considerable correspondence received
containing comment, question or criticism. In this connection the British
Pharmacopeeia Commission would like to stress that it relies heavily on
dialogue with users of the Pharmacopeeia. Constructive comment is
welcome from whatever quarter and is vital to the continuing relevance
of the Commission’s work.

This new edition of the Pharmacopceia contains 2100 monographs for
substances and articles used in the practice of medicine. Of these, some
495 are edited versions of monographs now included in the growing
European Pharmacopceia (see below). The effective date for this edition
is 1 December 1988. From this date this edition supersedes the British
Pharmacopceia 1980 as amended by its various addenda. If a monograph
that appeared in the earlier edition has not been included in this edition
then that monograph remains effective, in accordance with Section 65(4)
of the Medicines Act 1968.

There have been some major changes to the Formulated Preparations
section which are discussed in greater detail below. These changes have
allowed the Pharmacopceia Commission to concentrate its efforts on
producing standards that will apply to a range of products of similar
type rather than only to a product manufactured to a fixed formulation.
They allow greater flexibility in the formulation of many official
preparations so that manufacturers may avoid the use of auxiliary
ingredients that might from time to time become regarded as
undesirable, at least in certain circumstances or conditions. The greater
freedom in formulation also allows the development of more stable and
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xx Introduction

Some Additions

possibly more palatable versions of certain products. It has to be borne
in mind that many of the fixed formulae included in earlier compendia
were designed for extemporaneous dispensing. Over the past two
decades or so the practice of manufacturing such preparations in bulk to
obviate extemporaneous dispensing has grown and many of the
traditional formulae have been shown to be inappropriate for large-scale
production and for long-term storage. The greater freedom that is
conferred by the new policy allows a manufacturer to modify certain
aspects of the formulation to achieve a more commercially acceptable
product. This freedom is, however, accompanied by an increased
responsibility to ensure the stability and acceptability of the modified
preparation.

These changes in the formulary, together with certain other changes of
emphasis throughout the Pharmacopceia, have given rise to the need for
a substantially revised collection of General Notices. It is stressed that
the General Notices are an essential and mandatory part of the
Pharmacopeeia. Requirements in the monographs must be interpreted in
the light of these notices; it follows that the user of the Pharmacopceia
must have a ready acquaintance with them. To facilitate this, and to
stress their importance, the General Notices have been presented in full
on tinted paper at the beginning of both Volumes I and II of this
edition.

As in the 1980 edition Volume I contains the monographs for
medicinal and auxiliary substances whilst Volume II comprises the
formulary (now contained in a section entitled Formulated Preparations),
sections dealing with blood products, immunological products,
radiopharmaceutical preparations and surgical materials and the
extensive appendices. In this edition the necessary infra-red spectra have
been incorporated at the end of Volume I.

Monographs included in the Pharmacopceia for the first time are listed at
the end of this Introduction. These include aprotinin, a proteolytic
enzyme inhibitor, and aprotinin injection; the beta-adrenoceptor
antagonist atenolol and atenolol tablets; the oral hypoglycaemic agent
glipizide and glipizide tablets; the tranquilliser temazepam; the
antispasmodic agent mebeverine hydrochloride and mebeverine tablets
and, together with monographs for tablets, the hypotensive agent
prazosin hydrochloride and the antacid hydrotalcite.

Also included for the first time is a general monograph for pressurised
inhalations which includes a test for deposition of the emitted dose. This
general monograph incorporates the requirements of the European
Pharmacopeeia for Pressurised Pharmaceutical Preparations. With the
exception of these European Pharmacopeeia requirements, which apply
to all pressurised inhalations, the requirements of the general monograph
will apply to those pressurised inhalations that are the subject of an
individual monograph in the Pharmacopceia. It is hoped to add a
monograph for a pressurised inhalation of salbutamol in an addendum to
this edition. The test for deposition of the emitted dose uses a simplified
cascade impactor. It is an in vitro test that is designed to contribute to an
assurance of satisfactory aerosol formulation; its role is thus akin to that
of the dissolution test for solid oral dosage forms.

The new monographs for atenolol and atenolol tablets referred to
above include a high-performance liquid chromatographic test for
Related substances that is recognised to provide only partial control of
the likely impurities. Other methods are available but none has so far
shown itself to be sufficiently robust to serve as a pharmacopceial
procedure. The Commission is continuing the development of a more
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The Basis of
Pharmacopceial
Requirements

satisfactory test or tests and it is hoped that early improvements to the
present requirements will be possible.

Of particular interest is the newly introduced monograph for human
insulin. This has been modelled closely on the monograph for insulin
and is included as an interim measure whilst work aimed at providing
more comprehensive requirements for insulins having the structure of

- natural human insulin continues in connection with the European

Pharmacopceia. The newly introduced monograph defines human insulin
as a protein having the normal structure of the natural antidiabetic
hormone produced by the human pancreas. Production either by
enzymatic modification of insulin obtained from the pancreas of the pig
or by a procedure based on recombinant deoxyribonucleic acid (DNA)
technology in micro-organisms is recognised. In either case the
production must be followed by appropriate purification and, where
recombinant DNA technology is used, the production must be based on
an approved host-vector system. This interim monograph has been
introduced in order that the various monographs for insulin preparations
may be modified, where appropriate, to recognise the rapidly growing
importance of such preparations made from human insulin.

The basis on which the requirements of the Pharmacopceia are
established was discussed in detail in the Introduction to the British
Pharmacopceia 1980. Since a proper understanding of the basis is
essential to the correct use of the requirements the section is reproduced
below in a slightly expanded form.

The Pharmacopeeia provides a publicly available statement concerning
the quality of a product that is expected to be demonstrable at any time
during its accepted shelf-life; it does not provide a collection of
minimum standards with which a manufacturer must comply before
release of a product. Change may occur during storage and distribution
and the pharmacopceial requirements are set to acknowledge acceptable
levels of change and to reject materials showing unacceptable levels. It
follows that the prudent manufacturer will, where considerations of
product stability demand, apply specifications that are more exacting
than those laid down in the Pharmacopceia. It also follows that a
manufacturer may use any methods of analysis and any general control
procedures that are deemed to be appropriate to confirm that the
product is acceptable. In so doing the manufacturer must recognise that,
at any time during its claimed shelf-life, the product may be challenged
independently by the methods of the Pharmacopeeia and that compliance
with the limits imposed will be required. In the event of any doubt or
dispute as to whether or not a material is of pharmacopceial quality, as a
General Notice makes clear, the methods of the Pharmacopceia alone are
authoritative.

This view of pharmacopeeial requirements is also significant when
considering the amount of sample to be taken for test. In an overall
programme designed to give assurance of quality of a manufactured
product the statistical validity of any sampling programme must be
beyond doubt. The standards of the Pharmacopceia, on the other hand,
are intended to apply to the sample available, perhaps the container of
dispensed tablets provided to a patient in accordance with a prescription.
The Pharmacopceia requires that twenty of those tablets should meet the
test for Uniformity of weight; a manufacturer establishing a sampling
and testing protocol designed to ensure ultimate compliance with the
pharmacopceial requirements will need to operate at a level designed to
show with an acceptable degree of confidence that any twenty tablets,
taken at random from a given batch, will meet the requirements.



