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CORRESPONDENCE

If you have a burning desire to respond
to a paper published in the Journal of
Clinical Pathology, why not make use
of our ‘‘rapid response’’ option?

Log on to our website (www.jclinpath.
com), find the paper that interests you,
and send your response via email by
clicking on the ‘‘eLetters’’ option in the
box at the top right hand corner.

Providing it isn’t libellous or obscene,
it will be posted within seven days. You
can retrieve it by clicking on ‘‘read
eletters’’ on our homepage.

The editors will decide as before
whether to also publish it in a future
paper issue.

Churg-Strauss vasculitis
diagnosed on muscle biopsy
An 81 year old man presented in October
2002 with a three week history of fatigue,
generalised myalgia, increasing difficulty in
getting up from the sitting position, and
‘‘pins and needles’’ sensation in both hands
and feet. His past medical history included
late onset asthma at the age of 66, which had
gradually become worse over the past year,
nasal polyps, and carcinoma of the bladder in
1991, which was removed by cystoscopy. His
only medication was inhaled salbutomol as
required.

He was unable to stand or walk without
support at the time of admission and had
generalised muscle wasting. He had grade 3
(Medical Research Council grading) proximal
muscle weakness in both lower limbs and
grade 4 proximal weakness in both upper
limbs. His left handgrip was also weak. His
blood pressure was 160/80 mmHg and urine
showed a trace of protein and blood, but
there were no casts. The rest of the examina-
tion was unremarkable.

Investigations revealed haemoglobin of
111 g/litre that was normocytic and normo-
chromic, white blood cell count of
27.8 6 109/litre with eosinophilia of
15.4 6 109/litre, platelet count of 611 6 109/
litre, erythrocyte sedimentation rate of
68 mm at one hour by the Westergreen
method, C reactive protein of 91 mg/litre,
urea of 8.8 mmol/litre, creatinine of
198 mmol/litre, alanine aminotransferase of
52 units/litre, alkaline phosphatase of
135 units/litre, and creatinine kinase (CK)
of 272 units/litre. His eosinophil count gra-
dually rose to 24.8 6 109/litre and his CK to
538 units/litre over the next few days. Chest
radiograph was within normal limits. Renal
ultrasound showed evidence of long standing
right sided hydronephrosis. Creatinine clear-
ance was reduced at 27 ml/min. Serum
antineutrophil cytoplasmic antibodies
(ANCA) against myeloperoxidase were posi-
tive at 42.1 au/ml, whereas serum ANCA
against proteinase 3 were within normal
limits. Electromyography (EMG) was normal

and nerve conduction studies showed that
the left median motor and sensory amplitude
was smaller than on the right.

Renal biopsy was not performed because
he had a solitary functioning kidney and
there were no active sediments in his urine.
We proceeded to open muscle biopsy, despite
the normal EMG, in view of his muscle
weakness, raised CK, and the need to
establish a tissue diagnosis. Frozen sections
stained with haematoxylin and eosin showed
numerous atrophic fibres scattered through-
out the biopsied fascicles, but with no
convincing perifascicular distribution.
However, the most striking pathological
change was that of a florid inflammatory
infiltrate in relation to an epimysial medium
sized artery (fig 1). The infiltrate was
composed of polymorphs predominantly,
with smaller numbers of macrophages and
lymphocytes. Occasional polymorphs had the
granular eosinophilic cytoplasm suggestive of
eosinophils. The infiltrate extended through
the full thickness of the vessel wall and there
was necrosis of the vessel wall with a
fibrinoid exudate (fig 2). There was no
diffuse eosinophilic infiltration of the tissues
and granulomas were not seen. Paraffin wax
embedded sections and electron microscopic
examination provided no further diagnostic
information. The appearances were consis-
tent with an active vasculitis. When consid-
ered in conjunction with the clinical picture
and investigations, the appearances suggested
a diagnosis of Churg-Strauss vasculitis.

The frequency of muscle involvement in
systemic vasculitis is poorly defined. Studies
looking at the rate of positive muscle biopsies
in systemic vasculitis showed that only 13%
of biopsies were positive in patients in whom
there was a clinical suspicion, whereas 35–
37% were positive in patients with confirmed
systemic vasculitis.1 2 As far as we are aware,
there are no published reports of biopsy
confirmed Churg-Strauss syndrome asso-
ciated medium sized vessel vasculitis invol-
ving skeletal muscle. Classically, Churg-
Strauss syndrome is associated with a med-
ium sized vessel vasculitis, diffuse eosinophi-

lic tissue infiltrates, and necrotising
granulomas. However, it is rare to find all
three histological features in a single biopsy
because the lesions tend not to coexist either
anatomically or temporally.3

Remission was induced in our patient with
a combination of prednisolone, mycopheno-
late mofetil, and intravenous immunoglobu-
lin.
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Tumorous amyloidosis of the
breast associated with
disseminated malignant
lymphoma
We report a 77 year old woman with a 14 year
history of lymphoplasmacytic lymphoma
initially involving the parotid gland, cervical
lymph node, and hilar lymph node. She was
treated with chlorambucil but the disease ran
a protracted course with eventual multiorgan
dissemination and required repeated che-
motherapy. This time, she presented with
bilateral hard, non-tender breast lumps for
three months. The clinical diagnosis was
lymphoma infiltration versus breast carci-

Figure 1 Skeletal muscle biopsy showing an
active vasculitis with inflammation extending
into surrounding skeletal muscle fascicles
(haematoxylin and eosin; original
magnification, 62.5).

Figure 2 Fibrinoid necrosis of vessel wall. The
infiltrate is a mixture of lymphocytes and
polymorphs. Note the atrophic skeletal muscle
fibres adjacent to the damaged vessel
(haematoxylin and eosin; original
magnification, 620).
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noma. Mammographic examination showed
a 2 cm, medium density, well circumscribed
mass in the left breast and a 0.5 cm nodule of
similar characteristics with macrocalcifica-
tions in the right breast.

Biopsy from the right breast mass showed
amyloid deposits with foreign body giant cell
reaction. The amyloid was Congo red positive
with apple green dichroism under polarised
light (fig 1), which persisted after 5%
potassium permanganate pretreatment. It
also stained positively for amyloid P and
negative for AA protein immunohistochemi-
cally, confirming AL type amyloid.
Ultrastructural examination showed the
characteristic non-branching fibrils of inde-
finite length.

Image guided fine needle aspiration of the
left breast mass showed atypical lymphoid
cells that had enlarged nuclei and multiple
small nucleoli, with mature lymphocytes and
histiocytes in the background. Biopsy con-
firmed lymphoma, with the cells being
immunoreactive for CD20 with k light chain
restriction, but not for CD3, CD5, CD10, or
CD15, compatible with a diffuse large B cell
lymphoma. No lymphoplasmacytic features
were identified (fig 2). A small amount of
amyloid was seen in the background.

Amyloidosis of the breast was first
described in 1973,1 mostly involving elderly
women. The amyloid deposits can either be
isolated (amyloid tumour) or associated with
plasma cell dyscrasia, connective tissue dis-
eases, carcinoma of the breast, or non-
Hodgkin lymphoma.2–7 Most patients are
asymptomatic, although some may present
with breast masses, breast tenderness, or
peau d’orange. The role of fine needle
aspiration cytology in breast amyloidosis is
limited because most cases have been diag-
nosed retrospectively.4 Although our patient
had a long history (14 years) of lymphoplas-
macytic lymphoma, the short duration (three

months) of the breast masses suggested that
the amyloidosis was of recent onset. The
absence of serum paraproteins and Bence
Jones protein, together with the histological
features of the breast lymphoma, indicated
progression to a diffuse large cell lymphoma
and not a recurrence of the lymphoplasma-
cytic lymphoma. The mechanism of lym-
phoma associated amyloidosis has generally
been attributed to Waldenstrom’s macroglo-
bulinaemia. Our case is unusual because the
recent amyloidosis of the breast was not
associated with serum paraproteins and the
histological picture was compatible with
diffuse large cell lymphoma. Because the
amyloid in our case is of AL type, low
amounts of immunoglobulin, which did not
result in serum paraproteinaemia or Bence
Jones proteins, may play an important
aetiological role. Amyloid has to be consid-
ered in the differential diagnosis of breast
lumps, particularly in patients with a history
of malignant lymphoma. Although the con-
ventional understanding of amyloid forma-
tion is related to raised serum paraproteins,
as in Waldenstrom’s macroglobulinaemia
associated with lymphoma, this may not be
an absolute prerequisite for tumorous amy-
loid formation.
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Lymph node retrieval after
neoadjuvant radiotherapy for
rectal adenocarcinoma
We read Dr Cserni’s review of nodal staging
for colorectal cancer with interest.1 We have
recently performed a multivariate analysis of
factors affecting lymph node yield after
resection of rectal cancer (unpublished data,
2003) and found positive predictors to be
tumour size, pT stage, Dukes’s stage, number
of involved lymph nodes, and examination by
a histopathologist with a special interest in
gastrointestinal malignancy. These are all
mentioned by Dr Cserni in his excellent
article. Interestingly, although 29 of our
patients underwent neoadjuvant treatment
(18 short course radiotherapy; 11 long course
chemoradiotherapy) this did not appear to
affect lymph node yield, despite previous
publications to the contrary.2 3 Dr Cserni does
not discuss this issue, although an increasing
number of patients with rectal cancer are
receiving preoperative treatment.

We decided to investigate this further by
identifying 15 consecutive cases of rectal
cancer resected without neoadjuvant treat-
ment, 13 cases resected after short course
radiotherapy (25 Gy in five daily fractions for
five days), and 15 patients undergoing
chemoradiotherapy before surgery (45 Gy in
25 fractions over five weeks with concomi-
tant 5 fluorouracil based chemotherapy).
These were matched for preoperative stage
as far as possible (all were T3/T4; N0/N1).
Postoperatively, all of the no treatment group
were pT3 or pT4 (nine of 15 pN1/2), 11 of 13
short course radiotherapy cases were pT3/4
(five of 13 pN1/2), and 10 of 15 chemoirra-
diated cancers were pT3/4 (six of 15 pN1/2).
The total numbers of lymph nodes found in
each group were 314, 227, and 226, respec-
tively. The median numbers of nodes found

Figure 1 Photomicrograph of the right breast
mass showing (A) amyloid deposits with foreign
body reaction (haematoxylin and eosin stain;
original magnification, 6100) and (B) orange
coloured amyloid deposits (Congo red stain;
original magnification, 6100).

Figure 2 Photomicrograph of the left breast
mass showing a diffuse large cell lymphoma
(haematoxylin and eosin stain; original
magnification, 6400).

Figure 1 Median diameters of the lymph
nodes retrieved from patients treated with
surgery only (3.5 mm), short course
radiotherapy (3 mm), and long course
radiotherapy (3 mm). The numbers of lymph
nodes retrieved for each group are shown. The
open circles represent outliers.
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in each patient in the three groups were 17,
17.5, and 13.5, respectively (not significant;
Mann-Whitney U test). The maximum dia-
meter of each node was measured from the
histological section on a glass slide with a
ruler and expressed to the nearest 0.5 mm.
Figure 1 shows the median diameters for
each group (surgery only, 3.5 mm; short and
long course radiotherapy, 3 mm). Nodes from
the short and long course radiotherapy
groups were significantly smaller than the
surgery only group (p , 0.001; Mann-
Whitney U test). Nodes from the chemoirra-
diated group also showed a tendency to be
smaller than those harvested after short
course radiotherapy (p = 0.07). Expressed
as percentage of nodes , 5 mm in size, 68.7%
of nodes from untreated cancers were
, 5 mm in diameter compared with 87% of
the short course and long course irradiated
groups.

We conclude from this that both short
course radiotherapy and chemoradiotherapy
given over four to six weeks can significantly
reduce the size of mesorectal lymph nodes,
presumably as a result of apoptosis and
involution. This will make nodes harder to
find, but a careful dissection technique by an
interested pathologist will still discover sub-
stantial numbers.

This is important because as Dr Cserni
points out ‘‘small lymph nodes (usually
defined as ( 5 mm) may be the only sites
of metastases in colorectal cancer speci-
mens’’.
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False glomerulus in renal biopsy
specimen: a possible pitfall under
the dissecting microscope
Renal biopsy is often invaluable for the
diagnosis of glomerular disease. Needle
biopsy samples of the renal tissue are usually
divided up into separate samples for light
microscopy, immunofluorescence, and elec-
tron microscopy, preferably under a dissect-
ing microscope.1 This is a relatively easy task
if a sufficient amount of the sample is
obtained. However, if biopsy samples are
small or turn out to be composed mostly of

medulla, priority is usually given to light
microscopy. In such circumstances, one may
have to use a part of the sample that does not
definitely contain glomeruli. Although one
may be lucky enough to find a glomerulus,
there are many features that can simulate
glomeruli under the dissecting microscope.
Unfortunately, there are no instructive pub-
lications dealing with the macroscopic fea-
tures of true or false glomeruli under the
dissecting microscope. Here, I will describe
the dissecting photomicrographic features of
an example of false glomeruli.

Only one sample, about 10 mm in length,
was obtained at biopsy. The specimen
appeared to contain an inadequate number
of glomeruli, so that I selected a focus at the
thin edge of the sample with several round
translucent spots as a sample for immuno-
fluorescence (fig 1). Stepped sections of the
snap frozen tissue were stained with haema-
toxylin and eosin, but no glomeruli were
found. Instead, close aggregates of tubules
with a roughly rounded contour were
observed. The interstitium showed features
of the medulla.

Glomeruli that form small red capillary
conglomerates under the dissecting micro-
scope are easily visible, but not all glomeruli
within the sample show this feature.
Sometimes, most of the glomeruli are anae-
mic looking. If glomeruli are partially cut,
they may be easy to identify because they
sometimes protrude above the cut surface.
Anaemic glomeruli totally within the sample
can sometimes be seen as a relatively well
circumscribed and globular translucent area
in the sample. Their globular nature can be
identified by adjusting the screw of the
microscope.1 A round flat translucent area
situated at the thin edge of the sample can be
most problematic. Close aggregates of tubules
with a roughly rounded contour may, as
illustrated in our case, produce a focus
simulating glomeruli. The most reliable fea-
ture for differentiation should be whether the
tissue surrounding the focus is cortex or
medulla, which should be discernible from its
paler colour, more monotonous texture, and
parallel structures.1
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Figure 1 Dissecting photomicrographic
features of a renal biopsy sample. True
glomeruli are seen at the top right. Several
translucent foci simulating glomeruli are seen at
the lower left.
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