
Letters to the Editor

Thrombolytic therapy for acute
myocardial infarction

Sir,
The title of a recently published article ‘The
eVect of reduction of door-to-needle time on
the administration of thrombolytic therapy
for acute myocardial infarction’1 implies that
a reduction in door-to-needle time led to a
higher proportion of eligible patients receiv-
ing thrombolysis and the authors seem to
make a similar conclusion. It is diYcult to
know how this conclusion was reached. From
the data given by the authors it seems that the
prime reason for increased uptake of throm-
bolysis in the second group was education of
the junior doctors and nurses looking after
these patients rather than a reduction in
door-to-needle time. The result shows that all
eligible patients who received thrombolysis,
received it on presentation, ie, 63% in the first
group and 100% in the second group. Also,
only patients thrombolysed on the basis of an
admission electrocardiogram and who were
eligible for thrombolysis on admission were
included in the analysis of door-to-needle
time and accuracy of treatment. So how did
the reduction in door-to-needle time increase
the proportion of patients being throm-
bolysed, especially when patients in the
second group arrived 3 hours later than those
in the first one and the proportion of patients
eligible for thrombolysis decreased from
38/66 (57%) to 30/76 (39%) in the second
group? Perhaps the most important factor
may have been the presence of a higher
number of elderly patients in the second
group with far more elderly patients being
thrombolysed which may be due to an
increased access to the coronary care unit
(CCU) for this population. Only a minority
of elderly patients with myocardial infarction
(MI) are admitted to the CCU, where throm-
bolysis is given in most hospitals.2 In the US,
patients older than 75 years are 2.5 times
more likely not to be admitted to CCU than
the younger population, even when the physi-
cian’s admitting diagnosis is MI.3 Also,
general awareness amongst the people in-
volved in the care of such patients is an
important factor; an improvement in uptake
of thrombolysis following education of the
junior doctors and nurses has been shown
previously.4 Another factor may have been the
presence of a slightly higher proportion of
male patients in the second group. Even in
patients eligible for thrombolysis, increasing
age and female sex is independently associ-
ated with less likelihood of receiving
thrombolysis.5

If we are to improve the outcome of MI
then all eligible patients should be throm-
bolysed, irrespective of age and sex, and one
practical way of achieving higher thromboly-
sis rates is to admit more elderly patients to
the CCU, for once admitted to CCU increas-
ing age no longer seems to be an independent
predictor of low thrombolysis.6 Also, aggres-
sive management of elderly patients (even
those older than 80 years) admitted to CCU
has resulted in improved survival in these
patients.7 This article highlights the fact that
all patients suspected of having ischaemic
cardiac pain should be initially admitted to
CCU, for at least the first 24 hours. Another
study has shown that approximately 77% of

patients admitted to medical wards who
eventually develop MI do so within 24 h.8

Also, those who develop MI as in-patients on
wards are treated less aggressively, are less
often thrombolysed, and when thrombolysed,
there is a considerably greater delay than for
those admitted directly to CCU.8

In the treatment of MI, ‘time is muscle’ and
delay is the enemy to successful thrombolysis.
If optimal treatment of MI is to be achieved,
then thrombolysis should be initiated in the
emergency department and all patients with
suspected MI should be admitted to the
CCU, irrespective of age. Around 60% of
patients with MI are older than 65 years of
age.5 By disregarding age or sex as selection
factors, thrombolytic treatment rates could
be raised from 35% to 55% of all patients
admitted with acute MI.5
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This letter was shown to the authors who
responded as follows:

Sir,
Our study compares patterns of thrombolytic
treatment in a district general hospital CCU
before and after implementation of a struc-
tured management policy. As stated in the
paper, although the primary aim was to
reduce door-to-needle times, “we hoped that
a generally increased awareness of the
importance of thrombolysis would lead to a
higher proportion of eligible patients receiv-
ing the appropriate treatment.” The results
demonstrate that our intervention resulted in
the treatment of more eligible patients with
less delay.

Clearly, reducing door-to-needle times per
se cannot have a direct causal eVect on the
proportion of eligible patients being throm-
bolysed. Rather, as we point out in the paper,
it is “an important beneficial result of the
eVort to lower door-to-needle times”. Educa-

tion about the indications and absolute
contraindications for thrombolysis is an
important part of our improved manage-
ment. We believe that our paper confirms this
and emphasises the importance of carefully
considering thrombolytic therapy for all
patients presenting with acute myocardial
infarction.

A KELION
Department of Cardiology, John RadcliVe Hospital,

Oxford OX3 9DU, UK

An unusual cause of anaemia

Sir,
For the sake of completeness, among the
neurological complications listed for haemor-
rhagic telangiectasia (HHT),1 due account
should be taken, not only of cerebral abscess
(which may be recurrent),2 but also of
meningitis, which may also be recurrent,3

both complications being the sequelae of
bypassing of the pulmonary filter by bacteria
and septic microemboli, as a consequence of
a right to left shunt.4 Right to left shunts
resulting from congenital disorders such as
atrial septal defect can be complicated by
recurrent intracranial sepsis well into old
age,5 and this possibility makes HHT a
potential risk factor for this kind of presenta-
tion, even in the elderly.
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A case of lithium-associated
hyperthyroidism

Sir,
Since the introduction of lithium therapy for
manic-depressive illness, many side-eVects
involving the thyroid, parathyroid glands and
kidney have been reported.1 Among them, the
association between lithium therapy and goi-
tre and hypothyroidism is well documented.2

However, lithium-associated hyperthy-
roidism is less well known3 and is still under
debate, and it may be overlooked because
most clinicians will generally be watching for
hypothyroidism, the reverse phenomenon.
We present here a patient who developed
hyperthyroidism after 5 months treatment
with lithium.

A 50-year-old woman was admitted to our
hospital because of palpitations lasting 3
months. She had received 800 mg of lithium
carbonate per day for the treatment of an
aVective disorder for 5 months prior to her
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admission. Her serum lithium was at the
therapeutic level (1.0 mmol/l). She had expe-
rienced 2 kg body weight loss over the
preceding 3 months. On physical examina-
tions, a soft diVuse goitre was palpable, but
she had no ocular signs of Graves’ disease.
Her pre-lithium thyroid function tests were
normal and antithyroid antibodies had not
been detected, however, laboratory findings
revealed that free triiodothyronine (FT3) and
free thyroxine (FT4) levels were elevated (FT3

27.10 pmol/l (normal 3.39–6.31 pmol/l) and
FT4 81.72 pmol/l (normal 10.30–21.88
pmol/l), respectively), thyroid-stimulating
hormone (TSH) was less than 0.03 µIU/ml
(normal 0.4–5.0 µIU/ml), and TSH receptor
antibody was 34% (normal less than 15%).
The patient’s radioactive iodine uptake was
also elevated to 53% at 24 hours (normal less
than 25%). Therefore, the diagnosis of
Graves’ disease was made.

Various types of thyroid diseases have been
reported in patients receiving lithium treat-
ment for manic-depressive disorders.1–3 The
most common lithium-associated thyroid
illness is hypothyroidism, which occurs in
about 5–10% of patients.4 The principal
eVects of lithium are reduction of iodine
uptake and organisation and inhibition of the
release of thyroid hormones, which can cause
hypothyroidism.3 However, since lithium is
also shown to increase immunoglobulin pro-
duction in vitro,5 immunological mechanisms
may be involved in the pathogenesis of
lithium-associated thyroid illness. It is possi-
ble that altered iodine kinetics induced by
lithium treatment3 trigger the immune re-
sponse to thyroid gland, causing autoimmune
hyperthyroidism.6 Since the clinical features
of hyperthyroidism were mild and age at the
onset was somewhat high in this case, symp-
toms and signs of the patient could be
confused with the manifestation of psychiat-
ric disorder. We should always keep in mind
that appropriate thyroid function tests are
necessary to detect the early stages of
lithium-associated hyperthyroidism, even if
the patient has been receiving lithium therapy
for only a few months.
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ACE inhibitors and angioedema

Sir,
Angioedema of the lips, tongue, and glottis as
an adverse reaction to angiotensin-converting
enzyme (ACE) inhibitors was recently high-
lighted in this journal.1 We wish to add that
intestinal angioedema is a well-documented
side-eVect of ACE inhibitor therapy.2 Patients
may present with acute abdominal pain, nau-
sea, and vomiting and abdominal distension.
This is usually associated with angioedema of
the tongue, pharynx and larynx. Symptoms
usually resolve within 24 hours after discon-
tinuation of the ACE inhibitor. Early onset of
ACE-inhibitor-induced angioedema should
not pose a problem in diagnosis. Late-onset
angioedema, however, often goes
unnoticed.3 4 This is because the angioedema
can occur after a long period (months to
years) of uneventful therapy with ACE
inhibitors. Angiotensin II receptor blockers
(losartan) have been suggested in patients
unable to tolerate ACE inhibitors.4 An-
gioedema, however, has also been reported
with losartan.5
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Sir,
We endorse the comments regarding
angiotensin-converting enzyme (ACE)
inhibitor-associated angioedema made in the
recent article by Murray and Crowther.1

However, we would also highlight the impor-

tant racial diVerences in susceptibility to
ACE-inhibitor-induced angioedema, with a
markedly increased risk in Afro-Caribbean
patients.2 A four-fold increase in risk has been
reported in African-American patients, when
compared with other ethnic groups, and there
may also be race-related diVerences in the
severity of ACE-inhibitor-associated
angioedema.2 Since 1993 we have maintained
a prospective hospital-based register of pa-
tients with ACE-inhibitor-associated an-
gioedema and a total of 16 patients (10 Afro-
Caribbean, five Caucasian, and one Asian)
have now been reported. Three of these
patients (all Afro-Caribbean) developed se-
vere angioedema, requiring admission to the
intensive care unit, and one of them subse-
quently died. Although angioedema normally
occurs in the early stages of treatment, the
initial presentation is well recognised follow-
ing months or years of asymptomatic
therapy,3 and a number of late presentations
have been observed our series.

A plausible mechanism for this adverse
reaction involves the vasoactive peptide
bradykinin and the increased risk in Afro-
Caribbean patients may occur as a result of
racial diVerences in the kallikrein-kinin sys-
tem, with increased sensitivity to bradykinin.4

Immediate discontinuation of the ACE in-
hibitor following an episode of angioedema is
mandatory, as continued therapy dramati-
cally increases the risk of recurrent an-
gioedema, with serious morbidity.5

In view of the risks of continuing ACE-
inhibitor treatment following an episode of
angioedema we recommend that all patients
starting ACE-inhibitors should be advised to
report urticarial symptoms and to stop the
drug immediately in the event of tongue, lip,
or facial swelling. In particular, caution
should be exercised in Afro-Caribbean pa-
tients when starting ACE-inhibitors.
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Book reviews

Nurse practitioners in primary care,
Naomi Chambers. RadcliVe Medical Press
Ltd, 1998. £17.50, paperback

This small book examines the potential for
nurses to provide a first point of contact/
consultation service as an alternative to going
to see the doctor. The book is divided into
three parts. Firstly, the problems faced by
general practitioners are examined and possi-
ble solutions are sought from other health-
care delivery models. The conclusion of this
analysis is that the nurse practitioner could
take over much of the consultation work from
the general practitioner. The second part of
the book describes the impact of the nurse
practitioner on patients and healthcare work-
ers. It examines the results from one study in
some depth and compares them with other
similar studies. Three aspects are considered:
what happens during a consultation, the
service organisation needed, and changes in
roles and relationships between doctors and
nurses. Finally, based on an estimate of the
value of nurse practitioners, the book looks at
how this service could be implemented.

The book is based on the author’s PhD
thesis, and reads like a PhD thesis. While the
topic is fascinating to healthcare professionals
who are keen to develop models within
diVerent primary care groups, this format will
put many readers oV. The first part is too
detailed and too wordy. Readers are well
aware of the pressures they see in general
practice. Some of the statements made about
medical training are very dated and hence
incorrect.

In the second part there is a lack of
substantive analysis. There is no evidence
that vague conclusions drawn from a few
general practices in Derbyshire are generalis-
able. The section devoted to interactions
between professionals could have been
shorter, since readers will be well aware of
colleagues’ concerns when a new role is
introduced. We were concerned about state-
ments such as “patients like the nurse”,
which are made without any measurement of
outcomes.

The final section on practical steps con-
tains useful information on how to establish
these new roles and the importance of liaison.
It is interesting to see that nurse practitioners
are acceptable to colleagues and patients.

In summary, this book has a limited
audience. It would be useful, however, as an
example of how to perform a PhD.

A C BURDEN, M L BURDEN
Leicester General Hospital NHS Trust,

Gwendolen Road, Leicester LE5 4PW, UK

Self-assessment colour review of
cardiothoracic critical care, RC Karmy-
Jones, HM Horst, eds. Manson Publishing,
1998. £14.95, paperback

It is not clear what class of British medical
reader is addressed best by this American
book. The preponderance of injuries inflicted
by violence brings to mind battle surgeons,
not a well represented group in peace times.
There is a wealth of information, largely of a
high standard but the X-ray illustrations are
often too small and hence too indistinct to
sustain the intention for the book to work as
a quiz. It is diYcult to maintain concentration

and peak interest when the answers are
lengthy and detailed enough to aspire to the
completeness of a textbook entry, even where
the instructions for the reader specify brevity.

Apart from information related to drugs,
which is sometimes obsolescent and in the
case of flecainide (recommended specifically
for ventricular arrhythmias) plainly wrong, a
careful reading of the answer sections supple-
mented by the illustrations provided as part
of the questions would complete a reasonable
course of instructions spanning the whole
range from middle registrar to young consult-
ant, albeit at the price of reversing the
intended procedure.

This reviewer regrets that this book can
only be recommended with reservations to
British trainees.

J E POHL
Leicester General Hospital NHS Trust,

Gwendolen Road, Leicester LE5 4PW, UK

Project management for health care
professionals, K Roberts, C Ludvigsen.
Butterworth Heinemann, 1998. £16.99,
paperback

This 144-page book bills itself as a “practical
guide for health care professionals who want
to know how to plan, manage and evaluate a
project whether on a small or an international
scale”. It aims to address specific problems
faced by healthcare professionals in the area
of project management and promises to do all
of this quickly and practically. Having read
the book, I can confirm that it succeeds!

The introduction usefully defines project
management in simple terms. It also identi-
fies the structure of the book, thus making it
very easy to use. The four sections can be
taken together for an overview of the whole
subject or used separately for specific pur-
poses. The first identifies six stages for man-
aging projects and demonstrates well the
applicability of a project management ap-
proach to the many challenges facing today’s
healthcare professional, from whatever disci-
pline. The second provides a useful guide to
some development tools. Whilst some of the
examples are not the best I have seen, they do
give at least an appreciation of the techniques
covered. Section three, possibly the least use-
ful, provides real examples of project work
whilst section four is a ‘jargonbuster’.

This book is not an academic work, under-
pinned by references and lots of research.
What it is, however, is what it says it is − a
practical guide to project management. It
could be extremely valuable to those who are
new to the subject and to those who wish to
jog their memories. This is not a book which
will sit on my shelf gathering dust.

SIMONE JORDAN
Director of Human Resources,

Leicester General Hospital NHS Trust,
Gwendolen Road, Leicester LE5 4PW, UK

Textbook of biochemistry with clinical
correlations, 4th edn. TM Devlin, ed. pp
xvii + 1186, illustrated. Wiley-Liss, New
York, 1997. £29.95, hardback

This beautifully illustrated and well-written
book, with an impressive array of authors, is
aimed at both undergraduate and postgradu-
ate level. As the editor states in the preface, it

is not intended to be a compendium of
biochemistry but rather emphasises the
biochemistry of mammalian cells. The first
22 chapters cover cellular structure, metabo-
lism, information storage and transfer, signal
transduction and molecular structure and
function in detail. The last six chapters deal
with the physiological chemistry behind
human nutrition and energy generation. The
chapters on recombinant DNA and biotech-
nology and principles of nutrition are espe-
cially relevant to clinical biochemistry today
and provide a superb overview of two very
topical subjects.

Each chapter concludes with a comprehen-
sive set of self-assessment questions and
answers in multiple-choice format and,
throughout, well written ‘clinical correla-
tions’ describe the abnormal biochemistry
behind relevant human disease states. An
appendix with a concise review of organic
chemistry forms a useful reference that facili-
tates an understanding of the nomenclature
and structure of important molecules.

Overall, this is an excellent textbook and
presents a clear discussion of the biochemis-
try of mammalian cells, relating the bio-
chemical events at a cellular level to the
physiological processes occurring in the body
as a whole, and citing examples of deviant
biochemical processes in human disease. It is
particularly relevant to those studying human
biochemistry (both medical and non-medical
students) and I would also recommend it to
postgraduates working in the fields of meta-
bolic medicine and clinical biochemistry. At
£29.95 it represents excellent value.

JOHN HINNIE
Department of Medicine, University of Glasgow,

Glasgow, UK

Our NHS: a celebration of 50 years,
Gordon Macpherson. BMJ Publishing
Group, London, 1998. £25, hardback

Well before its 50th anniversary, the National
Health Service (NHS) had become inextrica-
bly linked with the British way of life, a union
with which politicians meddled at their peril.
A large part of the population have grown up
with the NHS and have known no other pat-
tern of health service provision. Many would,
however, be aware of the bad old days of pay-
ing for even elementary care or going without
and it is doubtful if anyone, medical or lay,
would seriously wish to turn the clock back to
that era.

Clearly, the improvements in and access to
general practice and the hospital services are
the areas with which most people are familiar
but it has to be acknowledged that a large part
of the general health improvement has come
from public health measures, better housing,
diet, working conditions and so forth. This
does not detract from the enormous benefits
of newer and more eVective drugs, surgery,
investigations and nursing care available
throughout the NHS which are largely free at
the point of use.

For anyone or any corporate body, a 50th
anniversary is a major milestone. There is no
comparable British organisation which can
claim to have retained and built on its original
objectives in spite of internal changes and
external pressures over the last half century. It
is entirely appropriate, though some might
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say ironic given its earlier opposition, that the
British Medical Journal (BMJ) should pro-
duce this fascinating volume celebrating the
first 50 years of the NHS. This is not simply
another potted history of the NHS although
there is a section recording many of the key
events of the 20th century which have shaped
the NHS as we know it. The editor, Gordon
Macpherson, a former deputy editor of the
BMJ, has brought together a series of linked
personal perspectives from individuals who
have worked in or been closely associated
with the health service. The result is a
fascinating, thought-provoking and emi-
nently readable work covering a wide range of
issues from 30 distinguished contributors.
Many of these are well known and respected
and the majority are medical, but a balance is
maintained by contributions from politicians,
a journalist, a medical student, economists
and health service managers. This ensures a
sense of reality, with many areas exposed
where the NHS could do better, in contrast to
the numerous areas where social, political,
scientific, economic and organisational
changes have far-reaching eVects.

A number of newspaper cartoons illustrate
some of the stresses in the NHS over the years
and photographs of many of the key figures
involved in the big issues of the day put faces
to half-remembered names. The biggest
challenge to the NHS lies in the future. How
will it cope with demographic changes
involving patients and staV, with new medi-
cal, surgical, pharmaceutical or molecular
biological techniques, new funding pressures
and how will it maintain equity of access and
services when public and political expecta-
tions will necessitate hard choices? Each con-
tributor has included a succinct section with
his or her views of the future direction. All
those planning or working and living with the
NHS now could do well to take careful note
of the collective wisdom in this book to guide
the NHS into the new millennium and its
centenary celebrations.

E H MACKAY
Department of Histopathology, Leicester General

Hospital, Leicester, UK

Drugs in HIV and AIDS, 2nd edn, A
Palfreeman, M Youle, C Farthing. J Wiley
and Sons, 1998. £16.99, paperback

The last 2 years have seen a revolution in the
treatment of HIV and this pocket-sized book
provides up-to-date information on all com-
monly used drugs. Patients with HIV are
often extremely well read about current
treatment strategies and may ask diYcult
questions in the clinic. This book will ensure
that the clinician seeing the patient is well
informed and has the information required to
encourage compliance with often diYcult
drug regimens.

The book has a UK perspective and the
authors come from a range of backgrounds in
the UK and USA. Its value in the developing
world is far more limited due to the lack of
availability of most of the drugs described.

Overall, the sections on opportunistic
infections and their treatment are up-to-date,
well described and comprehensive, although

there are some important omissions such as
the use of second-line agents to treat
mycobacterial infections. It would also be
helpful if further details were provided of the
methodologies currently in use for testing
viral load and their limitations and draw-
backs.

The question of HIV testing still taxes
many clinicians, particularly those working
outside genito-urinary clinics and it would be
useful to state the GMC Guidelines on HIV
testing. The mystique attached to HIV coun-
selling is one of the factors contributing to the
late presentation of many patients. The real
benefits of early testing including access to
antiviral therapy, prophylaxis, and reduction
in maternal transmission should be empha-
sised.

The greatest changes between the first and
second editions are in the section on
anti-retroviral treatment with the introduc-
tion of many new agents over the past few
years. This is a very rapidly developing field
and, as predicted by the authors, the book is
already out of date as it was completed before
the 1998 BHIVA Guidelines in the UK and
NIH Guidelines in the USA were published.
Nevertheless, the issues involved in deciding
when to start treatment and which regimen to
use are well reviewed, including the current
fashion for initiating therapy with non-
nucleoside reverse transcriptase inhibitors.

Drugs which are not yet licensed but will
soon enter the UK market including abacavir,
efavirenz, and delavirdine are also men-
tioned. This is very helpful as patients will
frequently ask questions about these unli-
censed drugs. The authors recommended
combination therapies are somewhat idiosyn-
cratic, however, it would be hard to find any
two clinicians who could agree on which
combinations to choose at which stages of
infection.

A summary chart of anti-retroviral drugs
would be helpful for future editions and a
copy of the excellent drug interaction tables
which are now available, as there is clearly
great potential for significant interactions. A
list of useful Internet sites could also be con-
sidered.

Overall I think this is an excellent book
which is clinically relevant, and is a conven-
ient size to fill the pockets of all doctors and
other healthcare professionals seeing patients
with HIV.

MARTIN WISELKA
Department of Infectious Diseases, Leicester Royal

Infirmary, Leicester, UK

Essential statistics for medical exami-
nations, B Faragher, C Marguerie. PasTest,
1998. £13.50, paperback

This little book from the PasTest stable of
revision aids claims to cover all aspects of sta-
tistics commonly tested in medical examina-
tions. I shall have to take the authors’ word
for this. Previous knowledge of statistics is not
assumed, but I doubt that a genuine statistical
virgin would gain very much from this book.
Indeed, the authors state in the preface that
their book is not a substitute for a textbook on
medical statistics (sic) and a recommended

reading list is provided. It is reasonable to
assume that medical graduates will have had
some exposure to statistics and this book will
help to refresh their memories about con-
cepts and terms which have been learned and
subsequently forgotten along with so much of
the undergraduate curriculum. I recommend
starting with the sample multiple choice
questions at the end If you score 100% you
do not need to read the rest of the book! If
you do not, it will help to identify gaps in your
knowledge and guide you to the relevant
chapters. The text is succinct and reminiscent
of contemporaneous lecture notes. The
two-page outline for tackling a critical
reading question is very helpful The cartoons
by Mr RK Harrison are amusing, particularly
those reproduced on the front cover.

ROBERT GREGORY
Consultant Physician, Leicester General Hospital,

Leicester, UK

Medical receptionists and secretaries
handbook, 2nd edn. Mari Robbins.
RadcliVe Medical Press Ltd, 1998. £14.99,
hardback

This book is a comprehensive guide for
medical receptionists and secretaries. It deals
with the structure and development of the
NHS from the earliest origins of public health
services up to present day developments.
There are sections covering important issues
for all NHS staV in hospital and general
practice, including aspects of law, ethics,
duties and rights of staV and patients, and
health and safety issues in a clinical environ-
ment.

Practical skills in general practice and the
hospital are covered, although the book is
biased towards general practice and the role
of the receptionist, the role of the medical
secretary in the hospital not being dealt with
in much depth. Many of the related hospital
areas are, however, included, with references
to the medical records department, case
notes and retention of records, computing,
structure of the NHS, medical audit, and
training development.

Medical terminology is covered briefly, but
this book will not replace a good medical dic-
tionary and terminology handbook, both of
which are of greater value.

Various forms are illustrated throughout
the book which is useful, perhaps more so in
general practice, and there are some good
flow charts, (especially one illustrating the
1982 reorganisation of the NHS) which
would be useful for people studying for
examinations.

This book is interesting and informative
and would be ideally used for college students
studying for examinations such as the AM-
SPAR diploma or for people new to the NHS
to include as part of their training/induction
packages.

NICOLA ALEXANDER
Department of Medicine, Leicester General Hospital,

Leicester LE5 4PW, UK
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