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Necrobiotic granulomas ofthe urogenital
system

Recently, Akosa and Boret' described the
condition of four patients who complained
of menorrhagia which was treated by laser
ablation of the endometrium. Treatment
failed in these patients and hysterectomy was

performed. Necrotising histiocytic gran-
ulomas were found in the endometria of all
the four cases.

We have recently investigated nine similar
hysterectomy specimens which were sub-
jected to laser ablation of the endometrium
(unpublished data, 1994, Aqel et al). We
found scattered histiocytes and/or mul-
tinucleated giant cells in the endometria of
eight ofthe nine cases. Some of the histiocytes
formed necrotising granulomas. In all cases

histiocytes showed intracytoplasmic black
and golden-brown pigment; in addition, re-

sidual endometria contained variable quan-
tities of haemosiderin (Perl's positive) which
suggested past injury and haemorrhage in the
basal layer of the endometrium.
We have also recently examined a urinary

bladder biopsy specimen which was removed
three months after diathermy resection of a

transitional cell carcinoma. This biopsy speci-
men showed necrotising granulomas with de-
position of intracytoplasmic black pigment
(figure). The pigment in the hysterectomy
specimens and in the bladder biopsy specimen
was not birefringent and did not stain with
haematoxylin, Perl's (iron), Masson-Fontana
(melanin), Gram (bacteria), or Ziehl-Neelsen
(acid-alcohol fast bacilli). It seemed to be
composed ofnon-degradable products of car-
bonised tissue, resulting from injury by laser
or cautery.

Similar black or golden-brown "diathermy
pigment"2 was reported following laser ab-
lation or diathermy resection ofendometrium
and ovary.3-5 As histiocytic and granu-
lomatous inflammation of the urogenital sys-
tem can be a component of a wide range of
pathological conditions including infections,
infestations, and systemic diseases, such as

sarcoidosis,6 it is important to recognise the
presence of "diathermy pigment" and haem-
osiderin in these lesions. Such observations
should prompt the histopathologist to con-

sider the possibility of previous cautery or

laser treatment, and so enquire further about
the past surgical history. This will save un-

necessary histological and clinical in-
vestigations to rule out infectious or systemic
diseases.7
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Section of bladder showing an area of the

lamina propria with necrosis (right) surrounded

by mononuclear histiocytes and multinucleated

giant cells; some of these cells contain black

pigment.
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Occult papillary microcarcinoma of the

thyroid: a potential pitfall of fine needle

aspiration cytology? Is it possible to avoid

it?

Harach et all reported two cases of papillary

microcarcinoma of the thyroid incidentally
diagnosed by fine need aspiration cytology
of nodular goitres. Based on the cytological

diagnoses, subtotal thyroidectomies were per-

formed. In both cases histological diagnosis

of nodular goitre with one focus of papillary
microcarcinoma was established. The authors

regarded the cytodiagnoses as so-called false

positive results because the cytological reports

led to unnecessary surgery.

Recently, a 51 year old woman was sent

to our Cytology Laboratory for fine needle
aspiration cytology of the thyroid because two

small nodules were detected in the upper and

middle part of the right thyroid lobe on a

radioisotope scan. Several blind fine needle
aspirates were taken from both thyroid lobes

and papillary carcinoma of the right thyroid

lobe was diagnosed on cytology. The cy-

tological diagnosis was an indication for thy-

roidectomy which was performed 14 days

later. During surgery, two small nodules were

detected in the right thyroid lobe, which were

diagnosed as benign on examination of frozen

tissue sections. Two additional small nodules

were detected in the left lobe and subtotal

thyroidectomy was performed.

Before paraffin wax sections were prepared,
the smears taken from the right thyroid lobe
were reviewed by a second experienced cy-

topathologist. The smears contained numer-

ous benign follicular cells arranged in

honeycomb sheets. Some of these cells had
well defined eosinophilic cytoplasm (Hurthle
cells). Amongst these benign follicular cells,
there were a few groups of epithelial cells
with overlapping round and oval, occasionally
slightly irregular nuclei displaying chromatin
grooves, prominent intranuclear vacuoles and
small nucleoli; these cytological features are
characteristic of papillary carcinoma and the
diagnosis established by the first cyto-
pathologist was confirmed.
Numerous samples were taken from both

thyroid lobes for sectioning in paraffin wax,
revealing two small adenomatoid nodules in
the right thyroid lobe and two papillary mi-
crocarcinomas about 0 3 cm in diameter were
discovered in both thyroid lobes.
Had the papillary microcarcinoma not been

incidentally detected by fine needle aspiration
cytology the patient would have been treated
by suppressive hormonal therapy and most
likely would have avoided unnecessary sur-
gery. Can such a false positive cytodiagnosis
be avoided?
When fine needle aspiration cytology is

performed on palpable solid papillary car-
cinoma of the thyroid, smears are usually
cellular and all or most of the cells display
the morphological features of papillary car-
cinoma. We propose that false positive results
may be avoided if repeat aspirates taken from
the palpable nodule are negative for cancer
cells.
Based on our observations in the future it

may be possible to avoid such so-called false
positive cytodiagnoses in some cases as sug-
gested by Harach et al.' Unfortunately, in their
article Harach et al did not mention whether
the papillary microcarcinoma smears they
evaluated contained only cancer cells or
whether the cancer cells were admixed with
numerous benign follicular cells as mentioned
above.
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Dr Harach comments:
Dr Woyke and colleagues raise the interesting
point that it may be possible to separate
needle biopsy specimens of papillary mi-
croncarcinomas from those of clinically sig-
nificant carcinomas by the admixture of
benign follicular cells in the specimen. In
our own report of needle biopsy specimens
diagnosed as papillary carcinoma, found on
operation to be papillary microcarcinomas,
both cases contained non-neoplastic follicular
cells as well as the typical cells of papillary
carcinoma. However, I have also seen numer-
ous examples where needle biopsy specimens
contained both non-neoplastic and neoplastic
follicular cells, and at surgery a clinically sig-
nificant papillary carcinoma was found. The
proposal to use repeat aspirations is also
difficult, unless there is proof that the aspirate
is restricted to the nodule. A possible strategy
would be to carry out a second biopsy with
ultrasound, when the first biopsy of a palpable
nodule produces abundant non-neoplastic
follicles and a minor papillary carcinoma
component.
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One should not lose sight of the scale of
the problem. We only found two cases in
1758 biopsy specimens where the diagnosis
of papillary carcinoma led to resection of a
papillary microcarcinoma as well as the be-
nign nodule which was the palpable lesion.
Any procedure that increases the chance of
finding a clinically insignificant micro-
carcinoma, such as multiple blind biopsies of
non-nodular thyroid tissue or of ultrasound
detected lesions of less than 1 cm in diameter,
should be very carefully evaluated before
being introduced into routine use.' Multiple
blind needle biopsies obviously increase the
chance of detecting clinically insignificant le-
sions papillary microcarcinomas may occur
in as many as 34% of adult thyroids when
they are histologically examined in 2 to 3 mm
steps. If those thyroids were thoroughly ex-
amined histologically, it was estimated that
about 300 microcarcinomas would have been
found.2 The prevalence of thyroid cancer will
increase still further with an increasing num-
ber of sections studied per gland.3 Not to
mention primary thyroid lesions where fine
needle aspiration cytology, serum calcitonin
levels or genetic studies helped to yield a
diagnosis of an unsuspected medullary mi-
crocarcinoma where thyroidectomy should be
advocated.4
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Leukaemia immunophenotyping: effect
of antibody source and fluorochrome on
antigen detection

We read with interest the recent pubilication
by Howard et al' in which the authors high-
light discrepant findings of myeloid antigen
expression in cases of childhood acute
lymphoblastic leukaemia (ALL). They con-
cluded that the detection of antigens CD13
and/or CD33 may be dependent upon both
the commercial source of antibody and the
type of fluorochrome used. We wish to add
support to their conclusions by reporting res-
ults from the United Kingdom National Ex-
ternal Quality Assurance Scheme (UK
NEQAS) for leucocyte immunophenotyping,
in addition to data from our own in-
vestigations.

Results from UK NEQAS surveys have
frequently shown variability in antigen de-
tection attributable, in part, to the use of
different commercial monoclonal antibodies.
In survey 935, for example (acute bipheno-

typic leukaemia), the following mean values
for CD13 expression were obtained for each
reagent: Becton Dickinson (LeuM7) 15%
(n= 15), Dako 13-2% (n=27), Coulter
48-25% (n=8), Seralab 3% (n=2), Ortho
05% (n=2), and Serotec 89% (n=l). In
addition, the scheme has consistently shown
statistically significant differences between
samples analysed with fluorescein isothio-
cyanate (FITC) and phycoerythrin (PE) con-
jugated antibodies for the following antigens:
CD3, CD5, CD13, CD14, CD19, and
CD33. In survey 923, investigating CD13
detection in a case of acute myeloid leuk-
aemia, eight of 24 laboratories using FITC
conjugated antibodies obtained values less
than 50% (overall mean 58%), ofwhich three
were negative results, as defined as less than
20%.2 In contrast, all 12 laboratories using
PE conjugated antibodies obtained results
greater than 50% (mean 77%). This variation
may be as a result of PE having a higher
quantum yield than FITC, thus potentially
increasing sensitivity.

In a parallel study to that of Howard and
colleagues' we have recently determined the
expression of myeloid antigens in B cell
chronic lymphocytic leukaemia (B-CLL). As
with childhood ALL such "aberrant myeloid"
expression has been reported to be of prog-
nostic significance.2 To confirm these findings
we examined 53 cases of B-CLL (stages 0 to
IV), using Becton Dickinson PE conjugated
anti-CD13 and anti-CD33 (clones L138 and
P67-6, respectively), by whole blood lysis and
triple colour staining. In 51 cases fewer than
4% ofB cells expressed either CD 13 or CD33
(6% in two cases) when compared with iso-
type matched controls. Mean fluorescence
staining intensity (MFSI) for both CD 13 and
CD33 expression did not differ significantly
from the negative controls. Previous studies,
reporting positive myeloid antigen ex-
pression, predominantly used Coulter anti-
CD13 (MY7) and anti-CD33 (MY9) thus
raising the possibility that these discrepant
findings may relate to antibody source. To
confirm this hypothesis we re-examined 15
of the B-CLL cases with PE conjugated MY7
(CD 13) and MY9 (CD33). Of these, nine
expressed the CD33 antigen on > 10% of
the leukaemic B cells, with five cases being
regarded as positive (>20% expression); res-
ults in agreement with previous studies. The
MFSI values showed a significant increase
when compared with controls (p<0 001). No
sample expressed CD13 on >20% of the
leukaemic B cells (one had 12%) although
the values were significantly raised when com-
pared with those obtained using Becton
Dickinson antibodies (p<0 001). We feel,
therefore, that antibody source and also the
fluorochrome used should be taken into ac-
count when comparing reports studying "ab-
errant" myeloid antigen expression.
Data from UK NEQAS, together with our

own studies in B-CLL, support the con-
clusions of Howard and colleagues and raises
several important issues. Firstly, which result
is right? This question may only be answered
if all commercially available reagents are
standardised; an important consideration
when collecting immunophenotypic data in
multicentre trials, particularly if meaningful
diagnostic and prognostic information is to
be obtained. Secondly the development of
newer and more sensitive fluorochromes,
coupled with multiparameter technology, will
increase the dilemma as to what should be
regarded as positive. The simplistic approach
using an arbitary cut off point, as suggested

in the recent BSCH guidelines,3 will probably
not be applicable in the future. Data analysis
procedures which currently employ the
placement of a cursor at the boundary of the
negative population are likely to be in-
appropriate. More biologically relevant
procedures, such as antigen density quan-
tification using calibrated flow cytometers,
may yield more meaningful data.4 Finally,
despite the experience of a number of quality
control schemes worldwide, there is no con-
sensus as to the best antibody within a CD
group for diagnostic use. Such evaluations
would require the production of reference
materials which express the antigens of clin-
ical importance. Research in this area is cur-
rently under way,5 although the technical
difficulties must not be underestimated.
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Recurrent thombotic occlusions of ar-
teries and veins caused by intravascular
metastatic adenocarcinoma

I refer to the case reported by Levi et al' of a
young woman with recurrent vascular oc-
clusions found at necropsy to be caused by
microscopic metastatic adenocarcinoma.
They rightly suspected the presence of malig-
nant disease during life, but despite wide-
ranging invasive, radiological and laboratory
investigations were unable to confirm their
clinical suspicion. In their last sentence, the
authors speculate that cytological ex-
amination ofthe blood, using specific markers
for malignant cells, might have detected the
adenocarcinoma cells; this may have been so,
but I wonder if they performed bone marrow
trephine biopsy as it is not mentioned
amongst the many investigations listed in
their paper. Similarly, no mention was made
of bone marrow studies carried out on post-
mortem tissues.

It is thought that one large trephine biopsy
or bilateral biopsies can provide a detection
rate of metastatic disease somewhere in the
region of 60%. Certainly, it is a worthwhile
investigation in the type of case reported by
Levi et al and ifperformed might have resulted
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