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Current views on CIN

The authors of the recent article on cervical
intraepithelial neoplasia have, in the past,
made major contributions to gynaecological
pathology.' It is therefore deeply disappoint-
ing to find them clinging to outdated dogma
while producing no original evidence in sup-
port oftheir views. They recommend, despite
detailed evidence demonstrating gross incon-
sistencies in the grading of CIN,2 that the
current terminology be retained with the
addition of a fourth category termed "basal
abnormalities of uncertain significance".
The authors emphasise that the lesions

which have been collectively termed CIN
form a morphological spectrum. However,
the lower end of this spectrum extends to
encompass gradations of inflammatory atypia
and immature squamous metaplasia. Clearly,
these morphological findings do not neces-
sarily represent a single-that is neoplastic-
disease process. Indeed, it is likely that the
minor morphological abnormalities of
cervical squamous epithelium which we and
others have shown to be associated with the
greatest diagnostic inconsistency2' are caused
by a variety of different pathological proces-
ses. The authors tacitly admit this possibility
when they recommend that, in the presence
of severe inflammation, ungradable CIN and
CINl be included in their proposed category
of basal abnormalities of uncertain sig-
nificance.

Morphological classification of disease has
two main purposes: to guide treatment and
prognosis; and to provide a basis for epi-
demiological studies and health statistics.
Neither of these aims are furthered by creat-
ing spuriously accurate subdivisions which
are based on non-specific morphological
criteria. Where morphological changes are

non-specific it may be necessary to adopt a

pragmatic classification to guide treatment
until more specific diagnostic techniques
become available. On the basis ofour work on
observer variation we have recently suggested
a two tier nomenclature for cervical
squamous epithelial lesions which would not
only improve diagnostic consistency but
would also have clear management implica-
tions.23 The authors of your leading article
reject our suggestion on the insufficient
grounds that there is disagreement among
different investigators as to the precise loca-
tion of the divide, and that adoption of such a

nomenclature would "encourage the mis-
guided belief that there is a two stage process
in the natural history of CIN". Pathologists
who are interested in mechanisms of disease
are aware that carcinogenesis in the cervix,
as elsewhere, is a multistage process which is
not necessarily accompanied by stepwise
morphological changes. The question of the
location of the division point, for the purpose
of clinical management, may be settled by a

study of risk assessment which is currently in
progress.' The preliminary analyses from this
work support our suggestion that the division
point should be located between CIN 1 and 2
(Wilkinson C, personal communication).
At present, one of the major practical

problems in gynaecology and surgical path-
ology is the large number of cervical resection
specimens which show no clinically impor-

tant pathological abnormality. The reported
figures vary from 27% of loop diathermy
resections carried out for abnormal smears6 to
64% of cone biopsies performed for mild
dyskaryosis.' The problems thus largely stem

from vigorous treatment of lesions at the
lower end of the so-called CIN spectrum.

Some may consider that the risk of resecting
normal cervices with transient minor
morphological abnormalities is outweighed
by the benefit from removing, albeit in a

minority of patients, the earliest stages of
cervical neoplasia. The evidence, however,
suggests that cervical resection is not free of
morbidity,66 that only a small proportion of
patients with mild and moderate dyskaryosis
progress to invasive carcinoma'0 (Jenkins
MLF, Bradfield JWB, Mackenzie EFD.
Abstract presented at the British Society for
Clinical Cytology. 1990 29th annual meet-
ing), and that surveillance is an entirely
satisfactory way of managing these patients.
The psychological impact on the patient of a

diagnosis of neoplasia should also be borne in
mind.

It is no longer possible for pathologists to
hide behind their microscopes and deny all
responsibility for the practices of their clini-
cal colleagues. The delusion, perpetuated by
some pathologists, that it is possible to detect
cervical neoplasia at its earliest stages by the
presence of minor morphological changes,
the surgical treatment of which can abort
progression of the disease, has resulted in
overtreatment of a great many women. This
cannot be justified on economic, ethical, or
scientific grounds. The subject requires
rational debate based on critical evaluation of
existing evidence, preferably followed by a

study which evaluates the applicability ofany
suggested new nomenclature.
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erbB2 expression in breast and other
human tumours

Having been involved during recent years in

the study of erbB2 expression in breast and
other human tumours,12 we were interested
to see the report from Fox and colleagues3
regarding the apparent absence of erbB2
protein overexpression in male breast carcin-
oma. Shortly after this report was published,
a 71 year old man was referred to the Depart-
ment of Surgery at the Royal Victoria Infir-
mary with a six week history of a mass

beneath the right nipple. The appearances of
a fine needle aspirate were consistent with
ductal carcinoma, and histological examina-
tion of the subsequent mastectomy specimen
showed an invasive ductal carcinoma
(Bloom's grade 2) (fig 1) with a comedo in situ
component. Assessment of erbB2 protein
expression (performed routinely in all breast
carcinomas) using NCL CB1 1 at a dilution of
1 in 20 and an indirect immunoperoxidase
method showed membrane staining through-
out the tumour, indicative of overexpression
(fig 2). A section of a known erbB2 positive
breast carcinoma and omission of primary
antibody were used as positive and negative
controls, respectively.
This observation indicates that erbB2

overexpression (and therefore possibly
amplification) is a feature of a proportion of
male breast carcinomas. Since Fox and
colleagues were unable to demonstrate
overexpression in any of their 21 cases it

.-i

breast.

Figure 2 Male breast carcinoma showing
membrane staining with NCL-CBII antibody,
indicative or erbB2 overexpression.
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would appear that this proportion is not large,
but clearly larger numbers need to be
examined before an accurate estimate can be
made.
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False positive reactions with rotavirus
latex agglutination test

Bendall and Gray describe a false positive
reaction with a rotavirus latex agglutination
test ("RotaScreen", Mercia Diagnostics Ltd,
Surrey) on a stool sample from a child with
haemorrhagic colitis and haemolytic uraemic
syndrome.' We describe a further two
patients in which potential false positive
reactions were obtained with this test.

Case 1
This 1200 g baby girl was the first of twins
born at 29 weeks' gestation by caesarian

section. She received artificial ventilation for
two weeks for hyaline membrane disease and
pulmonary interstitial emphysema. At 27
days ofage she passed a loose stool which was
sent for virological examination. The Rota-
Screen latex agglutination test was performed
according to the manufacturer's instructions
and found to be positive. The stool was not
tested for blood but on the following day
there was a small amount of blood present in
the nasogastric aspirate.

Case 2
This 560 g baby was born at 24 weeks'
gestation and had a difficult neonatal course

including a prolonged ventilatory require-
ment and sepsis. He was eventually weaned
on to low flow oxygen and full nasojejunal
feeds. At 85 days ofage he developed the signs
and symptoms of bowel obstruction with
constipation, abdominal distension, and
hyperactive bowel sounds, bile stained vomit,
and splinting ofthe diaphragm with increased
oxygen requirements. The following day he
passed a large blood-stained loose stool which
was sent for virological examination. This
was found to be rotavirus positive using the
latex test.
When examined by negative staining elec-

tron microscopy no viruses were detected in
either stool specimen.

In both these patients the initial rotavirus
positive result caused considerable concern

and influenced patient management. With
case 1, transfer back to the referring hospital
was delayed. With case 2, a diagnosis of
necrotising enterocolitis had been made and
metronidazole was started. The rotavirus

latex result caused some uncertainty about
the appropriate further management of the
child. In addition, the possibility of cross-

infection in the nursery was considered as

these patients had been in the same room and
gloving and gowning was instituted for
routine care of both babies.
The signs and symptoms of infection in

neonates are often non-specific, requiring
laboratory tests to provide a definite diag-
nosis. The availability of tests for rotavirus

such as the latex agglutination test has per-
mitted more widespread testing for this virus
than when electron microscopy was the only
available method. Our observations indicate
that the results obtained with the latex test
were probably false positive results. This
supports the finding of Bendall and Gray,
who describe a false positive reaction with a
rotavirus latex agglutination test in a child
with bloody diarrhoea. In our cases the
sample from case 2 was clearly bloody. The
stool from case 1 was not tested for blood but
a nasogastric aspirate taken the following day
contained a small amount of blood.

In view of these findings we feel that the
results of latex tests for rotavirus should be
interpreted with caution, especially if there is
evidence of blood in the stool. It is our policy
to use the latex test as an initial rapid screen-
ing test but to examine all stools electron
microscopically as well. This permits the
detection ofboth false negative as well as false
positive latex agglutination results. Other
viruses associated with diarrhoeal disease
may also be detected.
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Drs Bendall and Gray comment:
Brink et al's description of false positive
reactions with the RotaScreen latex test when
testing bloody stools agrees with our own
findings. Since our original report we have
tested further stools with this kit and found a
false positive rate of 28% with bloody stools.
There were no false positive results in non-
bloody stools. We hope to publish the details
of our study shortly.
We agree that the "RotaScreen" test is a

sensitive test and well suited to screening for
rotavirus infection, but the high incidence of
false positive results mean that some other
means should be used to confirm the diag-
nosis.

NOTICES

Postgraduate training programme
in pathology (IAP, Austria)

The Austrian division of the International
Academy ofPathology (IAP) in collabora-
tion with the Royal College of Patholog-
ists (London), offers postgraduate courses
in English in anatomical pathology and its
subspecialties. The courses are designed
to supplement the training in the home
country and may be tailored to the special
needs of the individual physician. The
courses are recognised for the Part I
MRCPath examination of the Royal
College (Diploma in Pathology). The
main thrust of the programme is directed
towards hands-on experience in necropsy
pathology in preparation for the Part I
examinations. Preference will be given to
physicians-in-training with considerable
experience in surgical pathology from
countries with limited access to autopsies.

A limited number of places for a complete
specialty training programme in
anatomical pathology and cytology for
physicians with knowledge ofEnglish and
German is available, leading to the Part I
MRCPath (Diploma) examination.

Training programmes in advanced tech-
niques in diagnostic pathology, ultra-
structure, and cell biology may be
arranged on request for pathologists and
their laboratory staff.

Direct enquiries to: AKH-Klinische
Pathologie, W Dutz MD, FRCPath,
FCAP Course Director, IAP Austria
AKH, Wahringer Gurtel 18-20 A-1090
Wien, Austria Fax: 0043-1-424302

Preliminary announcement

British Lymphoma Pathology
Group Tutorial

9-11 September 1992
Chilworth Manor Residential
Conference Centre, Chilworth,

Southampton

Topics will include: T cell lymphomas;
New techniques in lymphoma diagnosis;
the borderline between Hodgkin's and
non-Hodgkin's lymphoma; MALT lym-
phomas; monocytoid B cell lymphomas;
diagnostic pitfalls in lymphoma pathology

Course Fee £250.00

For further information please contact:
Dr A D Ramsay, BLPG Secretary,
Department of Histopathology,
Southampton General Hospital,

Tremona Road, Southampton S09 4XY.
Tel: 0703-796447 Fax: 0703-705580

Association of Clinical Pathologists

Junior Membership

Junior membership of the Association is
available to medical practitioners who
have been engaged in the practice of
pathology for a period of less than four
years. Junior members are able to remain
in this category for a maximum of six years
or on the attainment of consultant status.
The annual subscription is C34 for those
resident in the United Kingdom and £65
for those overseas. The annual subscrip-
tion may be claimed against tax.

Junior members receive the Journal of
Clinical Pathology each month. Other
benefits are reduced registration fees to
attend ACP scientific meetings, all the
documents regularly sent to full members
of the Association including ACP News,
which has a regular column for juniors,
and the twice yearly summary of path-
ology courses included in the ACP
programme of postgraduate education.
Junior members have their own represen-
tative body, the Junior Members' Group,
which has a direct input to Council.
For Junior Membership apply to: The

Honorary Secretary, Association of Clin-
ical Pathologists, 221 Preston Road,
Brighton BN1 6SA. (0273) 561188.
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