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Type I breast cysts increased the risk for breast cancer

Bruzxi P, Dogliotti L, Naldoni C, et al.
Cohort study of association of risk of
breast cancer with cyst type in women
with gross cystic disease of the breast
BMJ. 1997 Mar 29;314:925-8.

Objective
To determine the association between
type of breast cyst and the risk for
breast cancer in women with gross
cystic disease of the breast.

Design
Cohort study of women with median
follow-up of 6 years.

Setting
A cancer prevention centre in Italy.

Participants
802 women, aged 30 to 69 years who
had palpable breast cysts with aspira-
tion of a 1 cyst between 1983 and
1993. Exclusion criteria were previous
diagnosis of cancer, breast cancer
diagnosed at initial examination, not
living locally, and insufficient volume
of cystic fluid for laboratory analysis.
Follow-up was 99%.

Assessment of risk factors
Breast cysts were classified as type I
with a potassium-to-sodium ratio of

Commentary

a 1.5, type II with a potassium-to-
sodium ratioof<1.5,ormixed. Other
baseline risk factors were age, age at
menarche and first birth, menopausal
status, number of births, family his-
tory of breast cancer, and number of
cysts aspirated.

Main outcome measures
Breast cancer diagnosed at yearly clini-
cal and ultrasonographic examination
and biennial mammography. Regional
cancer registries and telephone con-
tact were also used.

Main results
52% of women had type I cysts, 41%
had type II, and 7% had mixed.
Women with type I cysts were yoitnger
(? = 0.047) with fewer births (P =
0.005). 17 women developed breast
cancer (15 invasive and 2 ductal carci-
nomas in situ) during follow-up. 14
women with cancer had type I cysts, 2
had type II, and 1 had mixed type. In
5 patients, cancer was identified in the
breast contralateral to the index cyst.

The incidence of breast cancer in
women with type I cysts was higher than
expected (age-standardised incidence
ratio pDR] 2.62, 95% CI 1.40 to 4.40);
the incidence was not higher in women
with type II cysts (IR 0.56, CI 0.09 to
1.72) or mixed cysts (IR 1.44, CI 0.08 to

6.33) or in the total group (IR 1.69, CI
0.97 to 2.70). Multivariate analysis with
adjustment for age, age at menarche,
number of births, and family history of
breast cancer with the relative risk (RR)
set at 1.0 for women with type II cysts
showed that women with type I cysts had
an increased risk for breast cancer (RR
4.24, CI 1.12 to 27.5). Women with
mixed types of cysts did not have an in-
creased risk for breast cancer (RR 1.98,
CI 0.07 to 34.4). Multivariate analysis
did not show an increased risk for breast
cancer with solitary or multiple cysts.

Conclusions
Women with type I breast cysts (po-
tassium-to-sodium ratio a 1.5) had an
increased risk for breast cancer. Type
II cysts or mixed cysts were not asso-
ciated with an increased risk for breast
cancer.
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Women with clinically palpable breast cysts
require diagnostic evaluation to rule out
breast cancer. The cysts also raise concerns
about future risk for breast cancer. Caution
is needed because of their infrequent asso-
ciation with breast cancer (2.1% over 6 years
in the current study) and because of a com-
mon misconception that all women with
lumps in their breasts may be at increased
risk for cancer.

Bruz.zi and colleagues studied predomi-
nantly premenopaissal and perimenopausal
women, obtaining adequate cyst fluid in
66% of women with gross cysts and iden-
tifying an increased risk for breast cancer
when cysts had a potassmm-to-sodium ra-
tio as 1.5 (type I) relative to cysts with a

ratio < 1.5 (type II) before and after ad-
justment for other risk factors. Age-
standardised population rate calculations
showed trends toward an increased risk for
breast cancer for any cyst, a decreased risk
for type II cysts, and a significant increased
risk for type I cysts. These external com-
parisons must be interpreted cautiously
because it is unlikely that women who
attend a cancer prevention centre for
evaluation of breast lumps are comparable
to the general population with respect to
other factors. Confounding factors may have
inflated all of these RRs, accounting for
much of the observed increase in risk with
type I cysts and attenuating the observed
trend toward decreases in risk with type II

cysts. Therefore, one cannot be certain
whether the relative increase in risk with type
I cysts seen in women in this study is caused
either by an increased risk with type I cysts
or by a decreased risk with type II cysts.

Although further research is needed, the
observation that type I cysts are associated
with greater risk for breast cancer than type
II cysts appears valid. These cysts contain
higher concentrations of growth factors
and hormones, which raises interesting
questions about the biological processes
that lead to breast cancer.
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