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WE ARE dcparting from an cra in which all identi-
fiable benign breast conditions, including those
defined by subjcctive perceptions of discomfort and
nodularity, were routinely diagnosed as a single
discase entity. The performance of a surgical biop-
sy on the breast is often accepted as a sufficiently
precise starting point on which to basc a study of
breast conditions. However, the indications for
breast biopsy arc no more specific as regards
ctiology and pathogcenesis than were diarrhoea and
abdominal pain as regards intestinal discasc. We
are now cntering a time when more specific deter-
minants or definitions of breast disease will allow
morc precision in the understanding of pain, nodu-
larity and premalignant significance.

The study of Dixon ef al. [1] is an example of a
new approach to categorization of breast condi-
tions with an eye towards precision of prognosis
and undcrstanding of pathogenesis. This group has
combined expertise in surgery, biochemistry and
pathology to divide breast cysts into apocrine and
flat types. Although the terminology of this clas-
sification comes from histologic appearance of the
cyst wall, clectrolyte and estrogen conjugate com-
position of the cyst fluid correlates with histology
and a sodium/potassium ratio may be used to
classify the cyst examined [2]. Although routine
clinical chemical procedures used on scrum may
not be applicable to this determination because of
the viscidity of many such fluids, the determination
of sodium and potassium may still be easily accom-
plished. This Edinburgh group has also shown that
the natural history of breast cysts differs between
the two types, with the incidence of recurrences
and multiplicity being greater in the apocrine cyst
group [3-9]. The current presentation broadens
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the uscfulness of this classification by suggesting
that the apocrine cyst is a marker for increased
cancer risk. This will remain a suggestion until
stronger corroborating studics arc done. The au-
thors have performed a retrospective study that
shows a link between apocrine type of cysts and
hyperplastic lesions. They also found that of the 12
breast cancer patients with a previous history of
cyst aspiration, 11 had apocrine cysts at time of
their initial aspiration.

There are, unfortunately, some methodologic
problems with this study. Dixon et afl. [1] found
that 11 of 80 patients (14%) with apocrine cysts
developed breast cancer as opposed to 1 of 30
patients (3.3%) with flattened cysts. Although this
difference in observed cancer incidence is large, it
is not statistically significant due to the small
numbers of cancer outcomes (P = 0.22 from Yates’
corrected chi-squared statistic). This P value can
be reduced to 0.14 by combining the six women
with mixed cyst type with the 30 women with
flattened cysts. However, this result is also not
significant, and it is unlikely that it would be
altered by using the (morc powerful) log-rank
statistic. Thus, the cohort data presented in this
paper docs not provide convincing evidence of
enhanced cancer risk in patients with apocrine
cysts, cven though there 1s a 4-fold increase in the
observed cancer incidence in the apocrine group
over the flattened group. In their paper, Dixon et
al. contrast the 11 : | ratio of apocrine to flattened
cysts in their cancer patients to a | : 1 ratio in a
consccutive scries of 100 patients treated by aspira-
tion. The P valuc associated with the difference
between these ratios is approx. 0.01. However, to
usc this information as cvidence that women with
apocrine cysts arc more likely to develop breast
cancer, we must accept the 100 aspirated patients
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as a suitable control group for the 12 breast cancer
patients. If these control women arc comparable
with the cancer patients in every way except for
their cancer and cyst status, then the standard
casc-control argument can be used to infer an
association between cyst type and cancer outcome.
Unfortunately, however, the aspirated and cancer
patients differ in a number of important ways other
than these two factors. The cancer patients origi-
nally presented for biopsy during the sixties. In
contrast, the aspirated patients presented almost
two decades later for a much less invasive proce-
dure. The clinical management of breast symptoms
has changed dramatically during this time, and it
is most likely that women biopsied in the sixties
differ from women aspirated in the eighties in
many important ways that may be related to both
cyst type and cancer risk. For example, if the time
to presentation was longer for the biopsied women
than for the aspirated women, and if flattened cysts
tend to evolve into apocrine cysts, then the differ-
ence in cyst type between the patient groups may
be due to the natural history of these lesions as
opposed to differences in cancer risk between these
patient groups. Thus, the results presented by
Dixon et al. concerning cancer risk associated with
apocrine cysts are not yet convincing.

Previous studies seeking to demonstrate the rela-
tionship between cyst formation and cancer risk
have given somewhat conflicting information, par-
ticularly in view of the fact that women undergoing
biopsy have an increased risk of subsequent carci-
noma development. Haagensen e al. in 1981 did
show an increased risk for cancer in women with
palpable cysts. However, this risk varied between
different groups studied. Our own work has not
shown a great increase of subsequent carcinoma
risk for women with cysts who do not have a family
history of breast cancer [10]. Subdividing these
women into those whose largest cyst is at least

1 cm, and thosc with cysts between 3 mm and 1 cm
does not substantially change these results.
However, the demonstration in our studies that
hyperplastic lesions were the major determinants
of cancer risk rcopened the possibility that the
apocrine type cysts, not separately designated in
these studies, may be specifically associated with
hyperplastic lesions as shown quite convincingly in
the Dixon et al. (1) paper.

Other questions remain to be pursued, particu-
larly the relationship between the two types of
cysts. Why are the flattened cysts larger in size on
the average? Specifically all of these cysts are over
1 cm in largest size. Is it possible that this is the
late stage of a single type of cyst development in
which the active element is no longer present? And
what, specifically, is the relationship in time be-
tween the two cysts types? Although it may secem
readily evident, it should be emphasized that these
studies are somewhat preliminary and need further
corroboration before there is sufficient certainty
that the magnitude of risk elevation is large enough
to affect clinical practice.

How will precision of cancer risk assessment
help us, even if it is facilitated by analysis of
casily-obtained cyst fluid? We will probably never
completely remove risk from a significant segment
of the population. However, the reliable deter-
mination of increased cancer risk will at least
identify women who will benefit most (in the
aggregate) from heightened programs of surveill-
ance for early cancer detection. We feel that the
greatest current promise from simple and reliable
prediction of high cancer risk will be the enabling
of studies of preventive strategies. Thus, following
groups of women with a high future incidence of
breast cancer will allow sufficient statistical power
to determine the effects of interventions aimed at
retarding or blocking tumor promotion.

REFERENCES

. Dixon JM, Lumsden AB, Miller WR. The relationship of cyst type to risk factors for breast

cancer and the subsequent development of breast cancer in patients with breast cystic
disease. Eur | Cancer Clin Oncol 1985, 21, 1047-1050.

. Dixon JM, Miller WR, Scott WN, Forrest APM. The morphological basis of human breast

cyst populations. Br J Surg 1983, 70, 604-606.

. Dixon JM, Scott WN, Miller WR. Natural history of cystic disease: importance of cyst

type. Br J Surg 1985, 72, 190-192.

. Schuerch C, Rosen PP, Hirut AT et al. A pathologic study of benign breast diseases in

Tokyo and New York. Cancer 1982, 50, 1899-1903.

. Haagensen CD, Bodian C, Haagensen DE. Breast carcinoma risk and detection. Phi-

ladelphia, Saunders, 1981, 83-105.

. Wellings SR, Jensen HM, Marcum RG. An atlas of subgross. pathology of the human

breast with reference to possible precancerous lesions. J Natl Cancer Inst 1975, 55, 231-275.

. Foote FW, Stewart FW. Comparative studies of cancerous and noncancerous breasts. Ann

Surg 1945, 121, 6-53.

. Vilanova JR, Simon R, Alvarez J, Rivera-Pomar JM. Early apocrine change in hyperplas-

tic cystic disease. Histopathology 1983, 7, 693-698.

. Dixon JM, Miller WR., Human breast cystic disease. Breast News 1984, 1, 6-8.
. Dupont WD, Page DL. Risk factors for breast cancer in women with proliferative breast

disease. N Engl ] Med 1985, 312, 146-51.



