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1 National Co-ordinating Network Workshop.
Guidelines for clinical practice and programme
management. 1992.

2 NCN, BSCC and RCPath Working Party.
Borderline nuclear changes in cervical
smears: Guidelines on their recognition and
management. J Clin Pathol 1994;47:481-92.

Dr Buckley (Chair) comments:
The Guidelines for Clinical Practice (NCN
Workshop, 1992) did indeed state that
"smears showing viral changes but no
nuclear change should be classified as nor-
mal". The crucial point is that only when
there are no nuclear changes should the
cell be called normal. As only one member
of the second working party Joint Working
Party, 1994) was able to produce a single
example of a cell with viral (HPV) infection
and a virtually normal looking nucleus, the
members of the working party felt that the
advice should be changed. Some members
of the second working party would also like
to make it clear that they disagreed quite
firmly with the statement in the first docu-
ment as it implied that this was a usual
occurrence rather than a rarity.

I read with interest the paper by ...

Four of the six letters to the Editor in the
April issue of the Journal begin with the
statement "I (we) read with interest the
paper by. . ." (IRWITPB). One might have
assumed that the preparation of a letter was
sufficient evidence of an interest, stimulated
in turn by reading the relevant paper. So
why are they telling us of their interest?

Clearly many writers have information
which supplements or clarifies an aspect of
a paper or which corrects an error but there
may be some additional factor, some inten-
sity of interest which stimulates the letter,
so, if subjective feelings are to be included,
why stop at the bland "interest"? Why not
indicate the author's true feelings and
begin, for example, with, "We read with
mounting indignation the flawed paper
by.. .," or "We were devastated to see in
print a study almost identical to our soon-
to-be-completed study", or "We were
dumbfounded to find that our paper was
not cited by. . ." The "interest" of other
writers might be a code concealing lyrical,
cynical or even machiavellian approaches.

I looked over the most recent 16 issues of
the Journal and found that almost 40% (22
of 56) of letters began with IRWITPB or its
variants (one writer was very interested,
another fascinated; one simply said he very
much enjoyed the paper). A warning to
IRWITPB writers is the response to one let-
ter, [they] may have read our article "with
interest", but clearly they have not read it
with "great care". The prevalence of
IRWITPB indicates that rather than hiding
an undisclosed intensity of interest, it has
become a cliche to introduce a letter and, as
such, should be discouraged .., or is any-
one interested?

DS O'BRIAIN
Histopathology Department,

St james's Hospital,
Dublin 8
Ireland

Benign lymph node inclusions mimick-
ing metastatic carcinoma

Although previously well recognised, Fisher
et al have highlighted the importance of dif-
ferentiating between metastatic carcinoma
and benign intranodal epithelial inclusions.'
I describe three further cases encountered
recently in which immunocytochemical
analysis provided valuable evidence to help
clarify the nature of intranodal inclusions.
In each case the differentiation was clini-
cally critical in that no other nodes were
involved.

Case 1
A 66 year old woman had a mass in the left
breast detected by screening. A localisation
biopsy specimen showed a grade 1 ductal
carcinoma and a diffusely infiltrating lobu-
lar carcinoma. She underwent mastectomy:
there was residual invasive lobular carci-
noma and multiquadrant foci of invasive
lobular carcinoma up to 7 mm diameter.
The original tumour was estimated at 200
mm diameter and there was pagetoid spread
of lobular carcinoma in ducts and extensive
vascular invasion. Three of 12 axillary
lymph nodes contained groups of small cells
in the capsule. Initially thought to be
metastatic lobular carcinoma, immunocyto-
chemistry was performed to look for lesser
degrees of spread to the lymph nodes in the
same slide. Immunocytochemistry was per-
formed on the breast tumour and the lymph
nodes for HMFG-2 AE1I/AE3, CAM 5-2,
and S100. The lobular carcinoma stained
strongly positively for AE1/AE3, CAM 5-2,
and HMFG 2, and weakly for S 100. Cells
in the lymph node stained strongly for S100
but were otherwise negative, indicating that
they were benign naevus cells. Interestingly,
there were numerous S100 positive cells
scattered through the lymph node
parenchyma.

Case 2
A 65 year old woman had a cytologically
malignant lump detected by screening in

the left breast. She underwent mastectomy
and histological examination showed a 14
mm lobular carcinoma. One of 17 axillary
lymph nodes contained a suspicious focus
of sclerosis and scattered histiocyte-like cells
with clear cytoplasm. Periodic acid Schiff
stain showed intracytoplasmic mucin, and
immunocytochemical staining showed posi-
tivity for HMFG-2 and CAM 5-2 and was
negative for carcinoembryonic antigen
(CEA) in both intranodal cells and the orig-
inal carcinoma, confirming metastatic lobu-
lar carcinoma (fig 1).

Case 3
A 26 year old woman had bilateral papillary
serous cystodenomas of the ovaries of bor-
derline malignancy excised. No unequivocal
stromal invasion was seen, but tumour was
present on the surface of the left ovary. The
right external iliac lymph node was excised.
Histological analysis showed a single large
lymph node in which there were multiple
subcapsular epithelial structures, some of
which showed papillary structure with
psammoma body formation. These were
thought to be benign inclusions of mullar-
ian type epithelium (fig 2). In an attempt to
demonstrate disparity in immunocytochem-
ical profile to support this diagnosis
immunocytochemistry was performed on
both ovarian tumours and the lymph node
for CEA, vimentin, HMFG-2, S100, CAM
5-2 and AE1/AE3. The immunocytochemi-
cal markers were similar in the ovarian
tumours and inclusions except that CAl 25
showed delicate membrane staining in both
ovarian tumours but the epithelial struc-
tures in the lymph nodes did not stain.

In each of the cases described the lymph
node diagnosis made the difference between
lymph node positive and lymph node nega-
tive, with subsequent implications for clini-
cal management. The cases illustrate the
use of immunocytochemistry to support or
refute a morphologically based opinion.
The first case showed that naevus cell inclu-
sions can line up in a pseudo-Indian file
looking remarkably like metastatic lobular

Figure 1 Case 2: suspicious area in an axillary lymph node (a) haematoxylin and eosin;
(b) immunocytochemistry ofsame area showing numerous single HMFG-2 positive cells (metastatic
lobular carcinoma).
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Figure 2 Case 3: (a) Borderline papillary serous cystadenoma of ovary; (b) papiUlary structure in
inguinal lymph node with psammoma bodies-benign epithelial inclusions.

carcinoma, as emphasised by Fisher et al,'
and that metastasis seemed plausible in this
case in view of the extensive primary
tumour and lymphatic invasion. In retro-
spect, the intracapsular location should
have led to the exercise of caution. The case

also shows the phenomenon of intranodal
naevus cells as well as the more commonly
recognised intracapsular location.
The second case raises the question of

whether lymph nodes in cases of lobular
carcinoma of the breast should be screened
for metastatic disease using immunocyto-
chemistry. Presence of single cell
micrometastases has been shown to have
prognostic value.23 Clearly the routine use

of serial sectioning or immunocytochem-
istry to detect metastatic disease is impracti-
cal in ordinary practice but judicial use in
individual cases can be very helpful. It is
important to recognise that breast carcino-
mas may be S100 positive4 (as in case 1),
and a matching of immunocytochemical
profile between primary and secondary
tumours is essential.
The third case is an example of a long

recognised problem beautifully described
and illustrated by Ehrmann et al and one
which can be impossible to resolve on

purely morphological grounds.' Immuno-
cytochemical profiles of ovarian carcinoma
and epithelial inclusions would be expected
to be similar but in this instance tumour
positivity for CA125 provided some support
for the morphological opinion that the
lymph node inclusions were benign. CA125
has proved not to be specific for ovarian
carcinoma. Mesothelial cells seem to
require inflammatory cytokines for CA125
expression and this expression tends to be
apical.6

AG DOUGLAS-JONES
Department of Histopathology,

University of Wales College ofMedicine,
Heath Park CardiffCF4 4XN
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Dr Millis et al comment:
We are pleased that our paper stimulated
Douglas-Jones to present three further cases
where immunohistochemistry was helpful in
resolving the nature of difficult intranodal
lesions. It is interesting to note in his first
case that numerous S100 positive cells
scattered throughout the lymph node
parenchyma were considered to be intra-
nodal naevus cells. The possibility that
these cells represent dendrocytes, which are

known to stain strongly for S100 (and also,
sometimes, but less consistently, for CAM
5 2) should also be considered.

In case 2 small deposits of metastatic
lobular carcinoma were detected and, as

stated, the presence of micrometastases has
been shown in a few studies to be of prog-
nostic value.' 2 However, there are many
conflicting papers.34 Furthermore, one of
the groups with a positive result' has
subsequently reported that, in the case of
lobular carcinoma, immunohistochemically
detected micrometastases are of no rele-
vance.5

Case 3 is particularly intriguing and it
seems that here the diagnosis was based
mainly on morphology. Quite rightly, little

weight was placed on the discrepant stain-
ing between the tumour and supposed
nodal inclusion. Staining for CA125 can be
very heterogeneous.

As emphasised by Douglas-Jones it is
always important to use a panel of anti-
bodies to evaluate an immunocytochemical
profile when making a differential diagnosis.
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Book reviezvs
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If you wish to order, or require further
information regarding, the titles reviewed
here, please write or telephone the BMJ
Bookshop, PO Box 295, London WC1H
9TE Tel: 071 383 6244. Fax: 071 383 6662.
Books are supplied post free in the UK and
for British Forces Posted Overseas
addresses. Overseas customers should add
15% for postage and packing. Payment can
be made by cheque in sterling drawn on a
UK bank, or by credit card (MasterCard,
VISA, or American Express) stating card
number, expiry date, and your full name.
(The price and availability are occasionally
subject to revision by the Publishers.)

Atlas of Medical Parasitology. 3rd edn.
Vigar Zaman. (Pp 250; US$ 120-00.)
Singapore University Press (PTE) Ltd.
1992. ISBN 9971-69-161-2.

This atlas contains 520 illustrations, of
which 286 are in colour. It is intended as a
pictorial companion to standard text books.
Layout is clear and consistent. The book is
divided into three main sections, each sec-
tion being subdivided into protozoa, ces-
todes, trematodes, nematodes, and
(sections 2 and 3 only) ectoparasites.
Section 1 comprises 23 life cycle drawings
in colour, covering some of the important
and common parasites. The full page draw-
ings are clear and simple to follow. They are
adequately annotated and accompanied by
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