
Letters

Rationalised virological electron
microscope specimen testing policy

Curry et al have produced guidance on the
provision of electron microscopy testing in
virus laboratories.1 Such local guidance is
necessary to make expensive and time
consuming diagnostic services such as elec-
tron microscopy cost-eVective and clinically
useful.

In their report they state that “specimens
for electron microscopy examination should
be unformed faecal specimens (not formed
stools...)”. They justify this approach by
reference to “...20 years of experience have
shown (unpublished results) that these are
more productive.” EVectively they reiterate
the commonly accepted assumption that
viruses of gastroenteritis are more likely to be
found in liquid than in solid faecal specimens.

Our findings do not support this dogma.2

We examined 2568 specimens by electron
microscopy. A virus was demonstrated in
8.6% of liquid, 19.9% of semisolid, and
25.2% of solid specimens (÷2 for linear trend,
p < 0.0001) This observation was valid for
both adenovirus (2.4%, 5.0%, and 6.6%) and
rotavirus (5.2%, 13.6%, and 16.6%). Curry
et al cite our study but consider that their
impression (unpublished results) of 20 years
experience is better evidence than our data.
This is contrary to an evidence based
approach. Curry and his colleagues should
present their findings comparing formed and
unformed samples from patients with gastro-
enteritis for peer review to substantiate their
conclusions.

Before our study our experience had not
led us to question that the liquid specimens
were associated with the highest yield. The
rationale for initiating our study was to
validate rather than disprove our approach of
excluding solid specimens during times of
pressure of use of the electron microscope.

Our findings clearly show that solid faecal
specimens at the end of an episode of
diarrhoea had a higher diagnostic yield than
liquid specimens taken at the peak of
symptoms. This pattern of results fits closely
with the biphasic pattern of excretion de-
scribed for rotaviruses in various animal
models.3–5 This finding has important impli-
cations for those such as Curry et al and oth-
ers establishing diagnostic algorithms for the
investigation of viral gastroenteritis.

For diagnosis of small round structured
viruses (SRSVs), it has become increasingly
obvious that EM is not an adequately
sensitive technique. Curry et al state that EM
remains the front line test where SRSV is
suspected. We would strongly disagree and
consider nested reverse transcriptase
polymerase chain reaction to be more appro-
priate. In our hands the sensitivity of nested
PCR is 80% in specimens from SRSV
outbreaks and this is now our front line test
for all adult cases of gastroenteritis.
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Authors’ reply

We welcome the comments of McCaughey et
al, and agree that “experience” is no substi-
tute for quantified scientific results that have
been peer reviewed. However, the method-
ology used (grid floatation on a clarified 10%
faecal suspension1) in their publication2 is not
recommended within the PHLS as a suitable
procedure for concentrating small round
viruses, including SRSVs, from stool samples
(although the method may be adequate for
rotaviruses and adenoviruses). In their study
only 18 of 2568 faecal specimens were
positive for SRSVs. This detection rate of
0.7% must be compared to the SRSV detec-
tion rate by EM at Manchester PHL of
around 10% when using either
ultracentrifugation3 or the ammonium sul-
phate precipitation method.4 It is also worth
pointing out that the laboratory from which
the grid floatation method originated1 has
recently sought a diVerent method because of
the relatively poor detection of SRSVs in fae-
cal samples (personal communication to
AC). The lack of sensitivity of the floatation
method and the low magnification used by
McCaughey et al to examine the grids
(34 000) may explain the paucity of small
round viruses detected in their study.

Despite our significant reservations about
their methodology, McCaughey et al2 make
the point that formed stool specimens
contain more virus particles than either semi-
formed or liquid stool specimens. The
important point we made is that the speci-
mens should be collected in the acute stage of
the illness for maximum EM sensitivity when
using appropriate methodology. In addition,
when investigating outbreaks, we are faced
with limiting the workload and this requires
selection of specimens most likely to contain
virus. The reality of the situation is that the
laboratory usually receives only a small
amount of faecal sample from suspected
cases of gastroenteritis, often without ad-
equate clinical information. Our policy would
be to discard those samples that are fully
formed (hard pellet appearance). At least by
selecting such unformed stool specimens we
know that those individuals had symptoms.
In practice, if the only specimens received
have been produced more than 48 hours after
onset of symptoms, then we now send a
selection for PCR investigation.

There is no doubt that molecular diagnos-
tic methods for SRSV detection are more
sensitive than EM and also have a significant
advantage for detection of virus RNA in
specimens taken more than 48 hours after the
onset of symptoms. In an ideal world, with
unlimited resources and availability of skilled
staYng, all specimens from outbreaks
thought to involve SRSVs would be tested by

appropriate molecular methods and results
would be available within, at most, 24 hours.
For sound economic and technical reasons,
the PHLS funded and developed PCR detec-
tion of SRSVs in two centres (CPHL, Colin-
dale, and Bristol PHL, in collaboration with
Southampton University). This was to ensure
that the limited resources available were
placed in the hands of experienced molecular
biologists so that development could occur
quickly and that any problems encountered
were rapidly resolved. This worked extremely
well and both centres now oVer a PCR based
diagnostic service for SRSV detection. How-
ever, results are not as immediate as electron
microscopy. The PHLS EM network, with all
its limitations, will remain an important part
of outbreak investigation in Wales and
England for the immediate future.
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Book reviews

Cerebral Ischemia: Molecular and
Cellular Pathophysiology. Edited by W
Walz. ($125.00.) Humana Press, 1999.
ISBN 0 896 03540 9.

The mechanisms of neuronal damage and
the accompanying cellular reactions that are
triggered by cerebral ischaemia are reviewed.
The contributors are largely based in North
America, and many have a distinguished
record in this field. The first contribution is a
useful overview of the mechanisms of cer-
ebral ischaemic damage, which is followed by
five sections that focus on neuronal damage
with particularly interesting sections on
calcium overload and neuroprotection as
potentially mediated by cytokines. The re-
maining four contributions deal with the cel-
lular changes following ischaemia, the high-
lights of which for me were an illuminating
discussion on necrosis versus apoptosis in
neurones, and the reprogramming of gene
expression in neurones after ischaemia. The
text throughout the book is accompanied by
black and white line diagrams and tables,
with only occasional monochrome illustra-
tions. The book is well referenced (up to
1998) and there is a helpful index.

Cerebral ischaemia is a major cause of
morbidity and mortality in Western countries
and so this book will be welcomed by both
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clinical and basic neuroscientists, neu-
ropathologists, and neurophysiologists. It is
rather specialised for most general depart-
mental collections, but I would recommend it
as a library purchase. Over the past few weeks
the book has been used by undergraduate
and postgraduate students, postdoctoral
worker, and neuropathologists and we have
all found it helpful (without being over-
whelming) and clearly presented (without
being simplistic).

J W IRONSIDE

The Breast. Edited by C W Elston and I O
Ellis. (£125.00.) Harcourt Brace & Co,
1999. ISBN 044303723x.

In the previous edition of Systemic Pathol-
ogy, the breast was covered rather meagrely in
a joint volume with some other tracts. In this
new series, the breast has now received its
well deserved separate volume. The authors,
largely from the Nottingham group, have
done a good job. In 24 chapters (totalling 552
pages) almost the entire spectrum of breast
disease is covered. There are many pictures,
all black and white almost all of high quality.

Going over all the diVerent chapters would
lead to unnecessary repetition, as all are of
high quality. Let me therefore just pick out a
few things that struck me and try to come up
with some criticism. I particularly liked the
chapters on preinvasive breast lesions, which
are comprehensive and clear cut with regard
to diagnostic criteria. Of course, some typical
controversies remain. I would, for example,
diagnose the lobular neoplasia in fig 7.8 as
“atypical lobular hyperplasia” rather than
“lobular carcinoma in situ”. These part are
quite complete, and the DCIS chapter nicely
reviews the diVerent classification systems of
DCIS. I just missed a statement that papillary
carcinoma may be largely solid. These chap-
ters, however, stand a little apart, and it
would have been conceptually nice to have
included somewhere an overall scheme for
progression of preinvasive lesions to invasive
cancers, including a discussion of the putative
genetic alterations involved.

The chapter on invasive epithelial cancers
is also comprehensive and complete. The
only remark I have here is that lymphoepithe-
lioma, like carcinoma, could have been men-
tioned in the diVerential diagnosis of medul-
lary cancer, and some words could have been
given to the controversial role of Epstein-Barr
virus in these lesions.

There is a big chapter on “The role of
pathology in breast cancer”, mainly address-
ing prognostic factors including no less than
347 references. Being no doubt biased
myself, I missed some important data here
and therefore found it still not comprehensive
enough and a little biased towards the
Nottingham results. However, I suppose the
authors can be forgiven for this.

Inheritable breast cancer is briefly dealt
with in the chapter “Clinical aspects of
malignant breast lesions”, but this deserves to
have been addressed more extensively in a
separate chapter. No doubt future editions
will deal with these points and include recent
developments in molecular analysis and
important new issues such as the Sentinel
Node procedure.

Despite these small criticisms, this is a very
useful volume for any surgical pathologists
dealing with breast lesions and can be recom-
mended without reservation.

P VAN DIEST

CD-ROM review

GLOBOCAN 1: Cancer Incidence and
Mortality Worldwide. By J Ferlay, D M
Parkin, P Pisani. ($90.00.) International
Agency for Research on Cancer, 1998.

Many of us are familiar with the situation
where one needs some epidemiological data
on a certain cancer rapidly to finish an
introduction for a report or presentation.
One ends up copying tables from large
complicated epidemiological handbooks
and wishing that there were a more sophisti-
cated approach. This is exactly where a
program like GLOBOCAN comes in
handy.

According to the IARC, “GLOBOCAN is a
Windows based software which provides ac-
cess to a worldwide database of cancer
incidence and mortality rates. It has basic
graphical capabilities and provides facilities to
manipulate these data.” It is meant for “anyone
interested in cancer epidemiology and cancer
control.” “The information stored is a unique
resource, comprising rates of cancer world-
wide estimated using methodologies devel-
oped in the unit of Descriptive Epidemiology
of IARC. In addition, GLOBOCAN permits
the estimation of future cancer burden, using
time trends and population estimates for any
country or area in the world.”

Installation under Windows 98 is easy and
an icon is placed in a subdirectory of the
IARC directory. After installation, it is not
directly clear how to proceed, but fortunately
the help menu does contain a “getting
started” section. This turns out to rather
brief, there is no manual on the CD, and no
examples are given. When we follow the sug-
gestion to begin exploring the GLOBOCAN
database using the View option on the menu,
we get a menu which allows us to select a
geographical region, either incidences or
rates, and the option to either select or not
select male or female sex. The result is two
separate tables for male and female cancer
incidences for 23 major sites of cancer, strati-
fied by age. This looks nice so far, but, for
example, it is not clear from the table what
year is involved. Neither is it clear how to
build a table with data for both sexes
combined. It appears not to be possible to
export tables to a word processor or spread-
sheet. At first instance the graph option looks
better. The program makes pie or bar charts
that cannot be edited afterwards. The possi-
bilities of the right mouse button have not yet
been discovered.

Geographical maps with cancer incidences
for males or females are presented per coun-
try in colour codes. However, apart from the
fact that again a combined incidence for
males and females cannot be displayed, the
graphical presentation is also poor. Country
borders are not displayed and a white colour
code is even used against a white back-
ground.

The graphs cannot be exported to another
program other than by copying the active
window to the clipboard (Alt+PrtScr).

There are a several additional features such
as population pyramids and projections of
future cancer incidence rates. Also an option
to create reports is available, but once a
report is produced in a window, it is not clear
how to save the results or export them to a

word processor. There is no menu in the
Result window. Clicking the right mouse but-
ton does yield a pop up menu that has an
option “save as,” but after selecting this
option, nothing happens.

The conclusion is ambivalent; the initiative
is good, and if the standard graphs or tables
fulfil your needs it can be a useful program.
However, the moment when one wants to do
something extra, the limitations of the
program are rather obvious. GLOBOCAN
could have been exactly what you need, but a
great deal of trial and error is needed to work
with the program, and in the end you still may
not have what you want. This may cause the
program to end up unused on the shelf after
a couple of frustrating hours.

G A MEIJER

Notices

Cytology for Pathologists

7–8 February 2000

Northwick Park Hospital, Harrow

This is an intensive course in basic
cytopathology suitable for candidates
preparing for the MRCPath examination
and for consultants. It is conducted by the
Department of Cellular Pathology,
Northwick Park Hospital. The pro-
gramme consists of lectures, microscopy
sessions, and discussions. Topics covered
include cytopathology of the cervix,
urine, respiratory tract, serous eVusions,
and fine needle aspiration cytology of the
breast and other sites. The Royal College
of Pathologists has approved the course
for a total of 30 CPD credits. Course fee
£400.

Further details: Mrs Debbie Booth,
Postgraduate Courses Coordinator,
Room 6V017, Medical Education,
Northwick Park Hospital, Harrow, Mid-
dlesex HA1 3UJ; tel 0208 869 2254.

Practical Adult Cardiovascular
Pathology Course

Royal Brompton Hospital,
Imperial School of Medicine

6–7 March 2000

A “hands on” course approaching in
detail the problems facing the diagnostic
pathologist when dealing with cardiovas-
cular pathology. Approaches to cardiac
necropsy and sudden death will be
emphasised. The course is aimed at train-
ees studying for the MRCPath.

Further details: Short Course OYcer,
National Heart and Lung Institute,
Dovehouse Street, London SW3 6LY,
UK; tel +44 (0)2073518172; fax +44
(0)2073518246; email: shortcourse.
NHLI@IC.ac.uk
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Instructions for
Authors

Papers for publication should be sent to the
Editor, Journal of Clinical Pathology, BMA
House, Tavistock Square, London WC1H
9JR (tel: 0171 383 6209/6154; fax: 0171 383
6668; email: ndavies@bmjgroup.com).
Receipt of manuscripts will be acknowledged
by the editorial oYce.

Submission of a paper will be held to imply
that it contains original work not being
oVered elsewhere or published previously.
Manuscripts should be prepared in accord-
ance with the Vancouver style.1 The Editor
retains the right to shorten the article or make
changes to conform with style and to improve
clarity. All authors must sign the copyright
form after acceptance.
Failure to adhere to any of these instruc-
tions may result in delay in processing
the manuscript and it may be returned to
the authors for correction before being
submitted to a referee.

General
x Authors must submit four copies of the

original manuscript typed in double line
spacing. The journal is now produced elec-
tronically and revised manuscripts should
be submitted as printed copy and on disk. A
guide to submitting an article on disk will be
sent when requesting a revision or on noti-
fication of an acceptance. Authors should
not submit the original paper on disk.

x The names of the authors, with initials,
should be followed by the name of the
institution where the work was carried out.
An indication of the position held by each
author should be given in an accompanying
letter to the Editor, and manuscripts
should bear the name of one author to
whom correspondence should be ad-
dressed. If available, a fax number and an
email address should be supplied.

x Identifying information should not be
published in written descriptions, photo-
graphs, or pedigrees unless the information
is essential for scientific purposes and the
patient (or parent or guardian) gives
written informed consent for publication;
but patient data should never be altered or
falsified in an attempt to attain anonymity.
Informed consent should be obtained if
there is any doubt. Masking the eyes in
photographs of patients is inadequate pro-
tection of anonymity (for the full statement
see the BMJ2).

x Authors should include the names and
addresses of four experts whom the authors
consider suitable to peer review their work.

x When submitting original manuscripts au-
thors should send a copy of any of their
other papers on a similar subject to assure
the editors that there is no risk of duplicate
publication.

x If requested, authors should produce the
data upon which the manuscript is based
for examination by the Editor.

x The number of authors should be kept to a
minimum and should include only those
who have made a contribution to the
research: justification should be made for
more than five authors. Acknowledgments
should be limited to workers whose cour-
tesy or assistance has extended beyond their
paid work, and to supporting organisations.

x Sponsors of research must be declared.
x Authors should provide up to four

keywords/phrases for the index.
x All measurements must be in SI units apart

from blood pressure measurements, which
should be in mm Hg, and drugs in metric
units.

x Abbreviations should be used rarely and
should be preceded by the words in full
before the first appearance.

x In the statistical analysis of data 95% confi-
dence intervals should be used wherever
appropriate.

x Any article may be submitted to outside
peer review and for statistical assessment.

x No free oVprints will be provided; reprints
may be ordered when the proof is returned.

Original articles
x Papers should be no more than 2000 words

long and should report original research of
relevance to the understanding and prac-
tice of clinical pathology. They should be
written in the standard form: abstract;
introduction; methods; results; and discus-
sion.

x The journal uses a structured form of
abstract in the interests of clarity. This
should be short (no more than 250 words)
and include four headings: Aims—the main
purpose of the study; Methods—what was
done, and with what material; Results—the
most important results illustrated by
numerical data; and Conclusions—the im-
plications and relevance of the results.

Leaders/Editorials
x Leaders and Editorials are published by

editorial invitation; unsolicited reviews or
commentaries are unlikely to be accepted,
though the Editor is always pleased to
receive suggestions.

Short reports
x Single case reports of outstanding interest

or clinical relevance, short technical notes,
and brief investigative studies are wel-
comed and usually published in the form of
a Short/Technical report.

x Length must not exceed 1500 words,
including a structured abstract of less than
150 words (unstructured for case reports),
up to two figures or tables (or one of each)
and up to 10 references. If more illustra-
tions are required the text must be reduced
accordingly.

Letters
x Letters must be typed in double line spac-

ing, should normally be no more than 500
words, have no more than five references,
and must be signed by all authors. Two
copies should be provided.

Tables and illustrations
Tables should be presented separately in
double line spacing without ruled lines; when
presented on disk they should be in a separate
file from the text.
x Letters and other marks which are to

appear on the face of a photomicrograph
should be made on a photocopy: they will
be added in the Journal style in the editorial
oYce when the manuscript is accepted.

x Legends for illustrations should be typed
with double spacing on a separate sheet.
The staining technique used should be
stated. Magnifications should be given for
electron micrographs but not for light
micrographs except in cases where this is
important.

x Photographs and photomicrographs should
be on glossy paper for half tone reproduc-
tion. The printing process requires that
prints are unmounted and unbacked, and
of high quality, with full tonal scale.
Illustrations that will not reproduce well
will be returned and this may delay
publication. Areas in which tissue does not
appear (“background”) should be as near
white as possible. Three sets of prints must
be supplied with each manuscript. Only
salient features should be included to
preserve detail.

x Colour reproduction of figures in papers is
encouraged and is heavily subsidised by the
Journal. Advice on costs and material to be
submitted for colour work should be sought
from the editorial oYce. The journal can
accept colour images as TIFF files in the
following media: zipped or unzipped files
on floppy disks, compact disks, or optical
disks. A hard copy of the image should be
provided.

x If any tables or illustrations submitted have
been published elsewhere, written consent
to republication should be obtained by the
author from the copyright holder (usually
the publisher) and the authors. A copy of
the letter giving consent must be included.

Descriptions of laboratory methods
x When a manufacturer’s method is used in a

study with a particular item of equipment or
kit of reagents, the source of this method
and reference to the scientific literature on
which it was based should be given. Authors
might consider it courteous to inform
manufacturers that an article assessing their
product has been submitted for publication.

x For quantitative methods, information on
the sensitivity, precision, and accuracy in
the hands of the authors should always be
provided. When a well recognised method
is used, these requirements could be met
simply by providing the references to the
methodology and discussing the perform-
ance in a recognised current quality assur-
ance scheme. Modifications to methods
that have not been previously published
should be detailed in the text and sup-
ported by evidence of their eYcacy.

x It is useful to indicate, either from personal
observations or by reference, the working
range of an assay and the normal reference
range when it is used on samples from
humans. When information is expressed as
mean ± 2SD, the distribution of the range
(normal, skew, or logarithmic) should be
stated.

References
x References must be numbered in the order

they appear in the text and include all
information (Vancouver style; references
with more than three authors should give
only the first three followed by et al):

1 Fletcher CDM, McKee H. Sarcomas - a clinico-
pathological guide with particular reference to
cutaneous manifestations. I. Dermatofibrosar-
coma protuberans, malignant fibrous histiocy-
toma and the epithelial sarcoma of Enzinger. Clin
Exp Dermatol 1984;9:451–65.

2 Washington JA. Conventional approaches to
blood culture. In: Washington JA, ed. The
detection of septicemia. West Palm Beach, Florida:
CRP Press, 1978:41–87.

x References in the text should be identified
by arabic numerals in brackets—for exam-
ple, [1] [2].

x Information from manuscripts not yet
accepted, or personal communications
may be cited only in the text and not
included in the references. References are
not checked by us; authors must verify ref-
erences against the original documents
before submitting the article.

1 International Committee of Medical Journal Edi-
tors. Uniform requirements for manuscripts sub-
mitted to biomedical journals. BMJ 1991;302:
338–41.

2 International Committee of Medical Journal Edi-
tors. Protection of patients’ rights to privacy.
BMJ 1995;311:1272.

Manuscript checklist:
x Is there an abstract?
x Are the abbreviations spelt out?
x Are the measurements in SI units?
x Are the references in Vancouver style?
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Best Practice articles (formerly “Broadsheets”)
prepared by the Association of Clinical
Pathologists

Just published
155 Handling oesophageal biopsies and resection specimens and their reporting 2000 NBN IBRAHIM

Recent Publications
154 Helicobacter pylori 1999 CAM MCNULTY, JI WYATT (with correction in June issue)

Other Best Practice articles are still available for purchase

153 The laboratory investigation of vaginal
discharge 1998 KF MACSWEEN, GL RIDGWAY

152 Clinical implications of plasma homocysteine
measurement in cardiovascular disease 1998
RA STILL, IFW MCDOWELL

151 Investigation of dyslipidaemias 1997 AF WINDER,
W RICHMOND, DT VALLANCE

150 Antenatal serological testing and prevention of
haemolytic disease of the newborn 1997 JKM DUGUID

149 Serological diagnosis of gluten sensitive enteropathy
1996 DJ UNSWORTH

148 Laboratory diagnosis of malaria 1996
DC WARHURST, JE WILLIAMS

147 Mycological techniques 1996 KG DAVEY,
CK CAMPBELL, DW WARNOCK

146 Macroscopic examination of prostatic specimens
1995 P HARNDEN, MC PARKINSON

145 Investigation of patients with autoimmune haemolytic
anaemia and provision of blood for transfusion 1995
RJ SOKOL, DJ BOOKER, R STAMPS

Earlier Broadsheets may still be available
from the author. A full list can be obtained
from the Publications Secretary,
Association of Clinical Pathologists,
189 Dyke Road, Hove, East Sussex
BN3 1TL.

Prices
INLAND One copy, £2.50; 2–10 copies
(of any one broadsheet or reprint),
£2.00 each; 11–100 copies (of any
one), £1.75 each; 101 plus copies (of
any one), price to be agreed; authors
(over 50 free copies), £1.25 each.
OVERSEAS One copy, $6.75; 2–10 copies
(of any one broadsheet or reprint),
$5.25; 11–100 copies (of any one),
$3.75; 101 plus copies (of any one),
price to be agreed.
Authors $2.25. Prices include postage
but air mail will be charged extra. Trade
discount 10%. All orders (and all
changes of address of regular
subscribers) should be sent to the
Publishing Manager • Journal of Clinical
Pathology, BMJ Publishing Group,
BMA House, Tavistock Square,
London WC1H 9JR.
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