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Preface

Twenty-seven years after its foundation by the late Professor Leo Meyler of Groningen. the Side
Effects of Drugs series remains unique in the world. In the course of that period 1t has continuous-
ly attempted to attain the goal which he set for it, namely to provide the clinician and medical
investigator with a reliable and critical overview of all that is known — and much that is merel,
suspected but unproven — with respect to the adverse reactions and interacticns of drugs

Several basic changes have been made in the series in the course of a generation in order to
meet changing conditions. The enormous expansion in published data led to the creation of -
team of editors and contributors many times larger than that engaged in the work during it: ea:ly
yeaiss. The group, originally based largely in The Netherlands and the United Kingdom. now in-
cludes experts from a wide range of countries on different continents; the book itself. «;iiginally
conceived in Dutch, now appears in English, Japanese and Russian, with adapted edit:ons ir: other
languages. The most important change came however in 1977, when the newly created Side Effects
of Drugs Annual took over the vast task of dealing critically and in detail with individual case
reports. serving at the same time to provide a yearly update to the main volume.

The question has inevitably from time to time been debated how this materizl can best be pre-
sented to meet the goal which Leo Meyler originally and correctly set, namely ¢ha‘ of serin.. the
clinician and investigator. To that end, the essential structure which he chose ... bee: r=tained,
individual Chapters dealing primarily with therapeutically or pharmacoiog:.ally re' e groups
of drugs rather than with related adverse effects. As in the Ninth Edition, hwev:  the data have
been arranged in the form of monographs, each dealing with a drug group as hole  one
of its primary representatives, and supplemented by specific data on individual members of the
group insofar as their adverse effects deviate from this generatl pattern. k

Despite all that has been done in the last three decades fo promote drug saMy. th: absolute
number of drug injuries occurring annually has apparently gone on zrowin;. iargely because of
the more intensive use of medicaments (over-consumption all tco often having repléic:d under-
consumption) and the multiplication of new compounds, as weii as the commer:alization of reg,
medies derived from traditional medicine. At the same time. the proporticr of adverse effects
which actually get reported has increased severalfold. For such reasons, books such as ‘Meyler’,
even though they be only one of the channels of informatio:: in this field, continue to play a basic
role in identifying those risks which exist, alerting the physician to the possibility of those which
are uncertain, and eliminating from the record those older pieces of evidence which have remained
unconfirmed or been frankly discredited.

I would like to express my sincere thanks to the many Contributors and the Co-editors who
rendered possible the compilation of this tenth ‘Meyler’, as well as to the editorial staff at Elsevier -
Science Publishers for their constant encouragement and support.

M.N.G. DUKES

The World Health Organization
Copenhagen -

Denmark

May, 1984



How to‘ use this book -

THE SCOPE OF MEYLER'S SIDE EFFECTS OF DRUGS

This book is designed as a general reference work on the adverse reactions to (and interactions
of) medicinal substances. It can be used independently or alongside the companion Side Effects
of Drugs Annual which is published in January of each year and provides a critical survey of the
latest developments in this field, with-extensive references to the literature.

PRESENTATION OF DATA

The great majority of drugs used in medicine at the present day belong to well-defined families
of substances with a close pharmacological and/or chemical relationship to one another, e.g. the
phenothiazines, the cephalosporin antibiotics and the beta-blockers. In considering adverse reac-
tions it is generally expedient to review such a group as a whole, since the undesired effects of
one member of the group are likely to occur with others as well. Each Chapter therefore presents
one or more ‘Side effects monographs’; a monograph may discuss a group of related drugs or the
best-known representative of the group; it is followed by shorter accounts of the individual drugs,
pointing to matters in which these differ from the general pattern. Monographs are presented ac-
cording to a standard format so that information can be readily located without constant refer-
ence to the indexes. The format, as well as a list of the monographs to be found in this volume,
will be found on page xix.

SPECIAL CHAPTERS

In a small number of Chapters, particularly those where large numbers of substances are in
use (e.g. ‘Dermatological drugs and cosmetics’), the material has been differently presented, exten-
sive use being made of tables.

CLASSIFICATION

Drugs are classified according to their main field of application or to the properties for which
they are most generally recognized. In borderline cases, however, some supplementary discussion
has been included in other Chapters relating to secondary fields of application. Fixed combina-
" tions of drugs are dealt with according to their most characteristic compound.

DRUG NAMES

Drug products are in general dealt with in the text under their most usual non-proprietary
name; where these are not available, chemical names have been used; fixed combinations usually
do not have a non-proprietary connotation and here trade names have been used as necessary.

SYSTEM OF REFERENCES
References in the text are coded as follows:
R: In the original paper, the point is reviewed in some detail with reference to other literature.
r: The original paper refers only briefly to the point, on the basrs of evidence adduced by other
. writers.
C: The original paper presents detailed original clinical evidence on this point.
c: The original paper provides clinical evidence, but only briefly.

The code has not been applied to animal pharmacological papers. The various editions of
Meyler’s Side Effects of Drugs are cited in the text as SED-8, SED-9 etc.; SED Annuals 1-8 are
cited as SEDA-1, SEDA-2 etc.

It is not feasible to provide references to original data for every statement in thls book. For
facts which are well established, references are omitted; the selected references at the end of each
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Chapter are supplemented by cross-references to the Side Effects of Drugs Annuals. For certain
questions which have been well-documented in the more distant past, the reader will find cross-
references to the Eighth and Ninth Editions of Meyler’s Side Effects of Drugs and occasionally
(where drugs are obsolescent, e.g. triparanol) to earlier volumes in this series.

Readers anxious to trace all references on a particular topic, including those which duplicate
earlier work, are advised to consult Adverse Reactions Titles, a monthly bibliography of titles from
leading biomedical journals published throughout the world, compiled by the Excerpta Medica
International Medical Abstracting Service. Adverse Reactions Titles, now in its twentieth year, is
available in most medical libraries throughout the world.

INDEXES

Index of Drugs: This index provides a complete listing of all references to a drug.

Index of Side Effects: This index is necessarily selective, since a particular side effect may be
caused by very large numbers of compounds; the index is therefore mainly directed to those side
effects which are acute or life-threatening or are discussed in special detail. Before assuming that
a given drug does not have a particular side effect, one should consult the relevant Chapters.

Adverse reactions are listed as specifically as possible, e.g. under ‘Special senses’ there are sepa-
rate sections for oculotoxicity and ototoxicity; other adverse effects involving the special senses
will be found under the subsection ‘Other’.

For interactions, the reader should refer to the Index of Drugs where all interactions are listed
under the drugs concerned, irrespective of the Chapter in which they appear.

It should .be borne in mind that American spelling has been used throughout, e.g. anemia, estro-
gen etc. (instead of anaemia, oestrogen etc.).

The indexes have been compiled by Dr. H. Kettner, Middelburg, The Netherlands.



Side effects monographs

Monographs are presented according to the standard format given below so that information can
be readily located without constant reference to the indexes.

Drug
ADVERSE REACTION PATTERN . Other organs and systems N
A summary of the principal characteristics ‘
with special reference to: : Risk situations An outline of situations in
General and toxic reactions which use of the drug involves special risks and
Hypersensitivity reactions may be contraindicated

Tumor-inducing effects

EFFECTS ON ORGANS AND SYSTEMs " thdrawal effects

g:;:;:::::; o Second'-generation effects
Nervous system Use In: pregnancy
Endocrine, metabolic Use in lactatlo.n_

Mineral and fluid balance Effects on-fertility
Hematological Genetic effects

Liver

Gastrointestinal Overdosage

Urinary system

Skin and appendages Interactions

Special senses i

Genital system Interference with diagnostic routines

Where there is no information on particular topics, the section in question is omitted; if adverse
reactions have been proven to be absent, this will be stated.

The following Monographs are to be found in this volume (numbers refer to pages):

ACTH (corticotrophin) and tetracosactide  Barbiturates 87
728 Benzodiazepines 81
B-Adrenoceptor blocking drugs 318 Bromocriptine 240

Allopurinol 172
Althesin 189

Aminoglycosides 496 Caffeine |

Amioddrone 310 Calcium antagonists 330
Amphetamines 10 Carbamazepine 113
Amphotericin B 517 : Cardiac glycosides 299
Angiotensin converting enzyme Cannabis 70

inhibitors 356 \ Cephalosporins 462

Antacids 699 Chenodeoxycholic acid 707
Antihistamines 284 Chloramphenicol 492
Antithyroid drugs 785 Chloroquine and congeners 525
Aspirin 137 Cimetidine 700 '

. Clofibrate 817
Bacille Calmette-Guérin (BCG) 605 Clonidine 361



XX

Clotrimazole 521

Co-trimoxazole and trimethoprim analogs in
combination with\various
sulfonamides 546

Coumarins 668

Cromolyn sodium 291

Cytostatic and immunosuppressive drugs = 829 -

Dapsone 584
Diazoxide 355
Disopyramide 309
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Enflurane 186
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Estrogens 770
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RS

Side effects monographs
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administration) 126
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