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LETTERS TO
THE EDITOR

Duration of chemotherapy in small cell
lung cancer

The lengthy and balanced editorial on treat-
ment duration in small cell lung cancer
(January 1990;45:1-2) makes no mention of
the first large scale randomised trial speci-
fically addressing this question to be publi-
shed world wide. In 1986 we reported a

randomised trial with over 300 patients,
which resulted from collaboration amongst
chest physicians, radiotherapists, and
medical oncologists in Nottingham and else-
where in the Midlands.' Unlike most sub-
sequent trials we chose not to randomise
patients who had clearly demonstrable signs
of residual disease after an initial period of
induction chemotherapy (that is, partial
remissions or failures) as we felt intuitively
that these patients (whose tumours were thus
not very sensitive to chemotherapy) were very
unlikely to benefit from more of the same.
The results of the later trials have confirmed
that our suspicions were correct. In the
Midlands trial limited and extensive stage
patients who had responded very well to
induction treatment were randomised separ-
ately. There were inadequate numbers of
limited stage cases for worthwhile con-

clusions. In extensive disease, however, there
was a significant prolongation of survival
with maintenance treatment. We concluded
that "... patients and their doctors may
differ in their views as to whether the quality
and duration of the added survival is worth
the extra treatment." Our view, like most
others now, including the one expressed in
your editorial, is that, with currently available
treatment the benefit is not worthwhile given
treatment toxicity. The distinction between a

biological effect and a worthwhile treatment
is an important one, which is not developed in
your editorial. It would be a shame if this
biological effect were forgotten, just because
it is currently not applicable. We know that
virtually all patients who achieve complete
remission have residual disease, and if a less
toxic treatment were available maintenance
treatment, in the absence of curative treat-
ments, might have a role.

M H CULLEN
Queen Elizabeth Hospital,

Birningham B15 2TH

1 Cullen M, Morgan D, Gregory W, et al, and the
Midlands Small Cell Lung Cancer Group.
Maintenance chemotherapy for anaplastic
small cell carcinoma of the bronchus: a ran-
domised, controlled trial. Cancer Chemother
Pharmacol 1986;17:157-60.

AUTHOR'S REPLY We thank Dr Cullen for his
letter and agree with his remarks and percep-
tion of the future for the treatment of this
disease. The Midland group's paper was well
known to us and our failure to include it in the
discussion on maintenance therapy was an

oversight for which we apologise.
ROBERT SOUHAMI

STEPHEN SPIRO.

Diffuse mengingeal thickening asso-
ciated with pleural mesothelioma

In a recent report (January 1990;44:70-1) Dr
J B Murray and others report an interesting
case of diffuse spinal metastases in a patient
with pleural mesothelioma. As pointed out by
the authors, central nervous system metas-
tases from pleural mesothelioma are rare,
with less than two dozen cases published. In
addition, only three cases of central nervous
system metastases diagnosed before death
have been reported. Although the authors
mention several studies which document the
occurrence of metastases in malignant
mesothelioma of the pleura, we would like to
mention our 1987 necropsy study, with which
the authors may not be familiar.' In this
report we reviewed 42 cases of pleural meso-
thelioma and found distant metastases in 32
(76%). Common sites of metastatic spread
were the contralateral lung, kidney, liver, and
adrenals. No relation between histological
type and distant metastases was found.

Recently we also reviewed a case of pleural
mesothelioma in a lift mechanic,2 in which a
cerebral metastasis was documented by com-
puted tomography. This patient presented
with a right Homer's syndrome of uncertain
aetiology and subsequently developed in-
creasing confusion.
Computed tomography ofthe head showed

a metastasis in the left frontal area. The
patient died one month later, and necropsy
confirmed the diagnosis of mesothelioma.
This is the third report ofantemortem recog-
nition of a brain metastasis in malignant
mesothelioma.
The patient described by Dr Murray and

others was noted to be a roofing contractor, as
was the patient described by Reichel.3 These
reports suggest the possibility of a mesothe-
lioma hazard in this occupational group. Such
reports highlight the need for vigorous inves-
tigation of a history of potential asbestos
exposure in patients with this tumour as
disease risk is recognised as not being con-
fined to asbestos industry workers such as
miners and insulators.

MICHAEL HUNCHAREK
Boston University School of Medicine,

80 East Concord Street,
Boston, Mass 02118, USA

JOSHUA MUSCAT
American Health Foundation

1 Huncharek M, Muscat J. Metastases in diffuse
pleural mesothelioma: influence of histo-
logical type. Thorax 1987;42:897-8.

2 Huncharek M, Capotorto J, Muscat J. Pleural
mesothelioma in a lift mechanic. Br J IndMed
1989;46:500-1.

3 Reichel J. A former roofer with chest pain.
Einstein Q J Biol Med 1988;6:86-90.

Role ofhistamine released in hypertonic
saline induced bronchoconstriction

Dr J P Finnerty's letter (January 1990;45:78)
criticises the dose ofterfenadine chosen by Dr
S P O'Hickey and his colleagues (August
1989;44:650-3). In his reply Dr O'Hickey
disputed this criticism and claimed that the
dose of terfenadine he chose would have been
adequate to interfere with histamine released
by hypertonic saline because he found a
reduction in histamine responsiveness when
this was measured by the topical application
of inhaled histamine. Dr O'Hickey's reply
shows a basic ignorance of the pharmacology
of histamine and antihistamines, such as can
be gleaned from perusal of any appropriate
textbook.

It has long been recognised that very
much higher doses ofH, receptor antagonists
are required to antagonise endogenous
("nascent") histamine: "It is not clear
whether it is because these processes occur
intracellularly or whether the receptors
through which nascent histamine acts are ofa
different type to those antagonised by the
common antihistamines (i.e. H-1 receptor
antagonism)."'
Dr O'Hickey and his colleagues may have

been right in their conclusions but the rejec-
tion of Dr Finnerty's criticism is ill based.

NP KEANEY
Royal Infirmary,

Sunderland SR2 7JE

1 Bowman WC, Rand MJ. Textbook of pharma-
cology. 2nded. Oxford: Blackwell, 1980:12.10.

AUTHOR'S REPLY I was surprised at the com-
ments of Dr Keaney. There is no evidence
that the new non-sedative antihistamines are
less effective at antagonising endogenous
than exogenous histamines. Reviewing the
reference Dr Keaney cited, I note that there is
only a dogmatic statement as regards this
phenomenon, with no experimental evidence
to support the comment.

Furthermore, in studies where endogenous
histamine release is thought to be the major
mechanism of airways bronchoconstriction,
120 mg ofterfenadine has been shown to be as
effective as 180 mg in antagonising this re-
sponse.' 2

STEVE O'HICKEY

1 Chan TB, Shelton DM, Eiser NM. Effect of an
oral Hi-receptor antagonist, terfenadine, on
antigen-induced asthma. Br J Dis Chest 1986;
80:375-84.

2 Patel KR. Terfenadine in exercise-induced
asthma. Br Med J 1984;ii:1496-7.

A case of necrobacillosis

We were pleased to see the report of a case of
Fusobacterium necrophorum infection
(necrobacillosis) by Dr A J Chippindale and
colleagues (January 1990;45:74-5). Over the
past four decades the diagnosis seems to have
become so unfashionable that in 1984 we
entitled our report of five cases "Necrobacil-
losis: a forgotten disease."' Necrobacillosis
has subsequently come in from the cold to the
extent that it now appears in the Oxford
textbook of medicine, but it is still largely
ignored in respiratory texts.
We suggest that necrobacillosis is still

underdiagnosed. Since our report, one of us
(JMG), during the course of his own clinical
practice, has encountered three more proved
cases and one presumptive case ofthe disease.
The other (SJE) has subsequently reported
on 40 further cases collected from 20 different
hospitals.2 The report by Dr Chippindale and
others is not ofan arcane condition, to be read
about and then forgotten. The diagnosis may
be established infrequently, but necrobacil-
losis is almost certainly more common than
many ofthe obscure conditions on which final
year students and MRCP candidates expend
time and effort.
The importance of making the diagnosis is

not purely a matter ofintellectual satisfaction.
A prolonged illness may be expected and the
well described complications anticipated and
the patient must be carefully observed accor-
dingly; Chippindale's patient was obviously
extremely ill, but escaped more lightly than
many. Establishing the correct diagnosis will
prevent a fruitless search for an underlying
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immune deficiency in a previously fit and
now critically ill young person. Finally, the
management of both the patient and, parti-
cularly, the distressed relatives is easier if the
illness can be given a name.
Over 50 years ago Lemierre suggested that

necrobacillosis produced a syndrome "so
characteristic that mistake is almost impos-
sible ... It becomes relatively easy to make a
diagnosis on clinical findings."3 We agree,
and the patient of Dr Chippindale and col-
leagues is yet another illustration of this fact.
The final sentence of their paper is worth
rereading-and remembering.

JOHN MOORE-GILLON
Department of Respiratory Medicine,

St Bartholomew's Hospital,
London ECIA 7BE

SUSANNAH J EYKYN
Department of Microbiology,

United Medical and Dental Schools,
St Thomas's Hospital,

London SEI 7EH
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BOOK NOTICE

Clinical Epidemiology of Chronic
Obstructive Pulmonary Disease.
Michael J Hensley, Nicholas A Saunders. (Pp
395; $132.) New York: Dekker, 1989. ISBN 0
8247 8087 6.

Chronic obstructive lung disease, in commer-
cial publishing terms, represents a "market
opportunity." It is a major clinical problem
and, unlike some respiratory diseases, has
attracted a great deal of epidemiological
interest. The time is ripe for somebody to

draw the epidemiological and clinical data
together, and produce a classic text. This
book contains some excellent material. The
14 chapters include contributions from 24
authors in the definitions, descriptive
epidemiology, and natural history of chronic
obstructive lung disease; the roles of genetic
factors, atmospheric pollution, and bron-
chial hyperreactivity in the aetiology of the
disease and the epidemiology, economics, and
treatment of cigarette smoking. With few

exceptions these topics are covered compre-
hensively and readably, with much potential
interest for both clinicians and epidemiolog-
ists. I suspect that these summaries will be
valuable to anyone with an interest in chronic
obstructive lung disease, though at $132 it is
perhaps more suitable for library than per-
sonal purchase. The major failings of the
book lie in its omissions. In a disarmingly
frank preface the editors list various topics
they are aware of having left out of the book,
including the roles of infection and of child-
hood respiratory illness in the aetiology of
chronic obstructive lung disease, and an
assessment screening for this disease. They
give references to suitable reviews on some of
these topics; why did they not invite these
reviewers to contribute? The writing is
extremely US oriented, a bias reflected in the
origins of the authors. Is there nobody in
Europe with anything useful to say? For a
textbook with "clinical epidemiology" in its
title there is remarkable little clinical
epidemiology in the text; only one chapter
(the sole contribution by the editors) deals
with the assessment of effectiveness, efficacy,
implementation, and evaluation of treatment
promised in the preface. I think that chronic
obstructive lung disease deseves better; the
market opportunity is still there.-JB
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