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SUMMARY

Paget’s disease of the breast, is a rare disease of the breast which involves nipple and areola
complex. There is often an underlying in situ or invasive breast cancer. This article compares and
discuss information related to Paget’s disease of the breast obtained from the medical literature
with the experience gained from cases followed in two seperate centers, in a southern costal city of
Turkey, Antalya where there is a climate with abundant sun exposure most of the year. Sun
exposure has been shown to be a modifiable risk factor for breast cancer and might play a role in
the pathogenesis of Paget’s disease of the breast as well. This study aims to present
clinicopathologic profiles of Paget’s disease patients from the city.
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INTRODUCTION

Paget’s disease of the breast (PDB), is one
of the rare diseases of the breast which
involves nipple and areola complex and
often accompanied by underlying in situ or
invasive breast cancer. Symptoms like
slight redness, mild itching or skin peeling
around the areola are early complaints of
Paget’s patients. These complaints are
often underestimated and neglected or
easily be confused with skin diseases such
as dermatitis thus may be omitted from
clinical consideration for malignancy. The
skin changes constituting the disease usu-
ally persist, albeit with fluctuating severity.
Sometimes there might be skin lesions
concealed from immediate view attracting
far less attention than an obscure lump in
the breast. Existence of such lesions can be
inferred only from a close dermatologic
examination. Muttarak et al.!, in their
study of 16 patients reported that 31% of
patients had learned the diagnosis of Pa-
get’s disease of the breast from pathology
reports after their operations. As the dis-
ease progresses more noticeable symptoms
like nipple discharge, skin crusting and
thickening, diffuse redness, severe itching
and burning sensation, flattening or retrac-
tion of the nipple begin. Disease progres-
sion without an efficient response to der-
matological treatments or presence of an
accompanying suspicious mass in physical
examination or radiological scanning ren-
ders inevitable to acknowledge the essen-
tial contributions of pathologic investiga-
tion. In the event of a positive skin biopsy
for Paget’s disease of the breast, even if
there is no suspicion of malignancy on
mammogram, patient should be notified
that there is 85-100% likelihood of in situ
or invasive breast cancer and surgery to
remove the entire breast should be recom-
mended” *. In the ensuing time frame of
developing a well-defined treatment plan,
in-person patient-doctor discussions is of
great importance. Increasing awareness for
breast reconstruction options after mastec-
tomy mostly maintains a psychological,
relaxing effect and well appreciated by
patients.

The sun exposure is suggested in many
studies to be associated with a decreased
risk of breast cancer but the exact metabo-
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lism playing a role in this relation is not
known. Although there is not any prospec-
tive controlled study to prove this hypothe-
sis most likely due to the difficulty in
guantification of the sun exposure this
study selects and discuss clinical profiles
of patients who have lived their lives in a
southern costal city of Turkey, Antalya
where there is a climate with abundant sun
exposure most of the year.

MATERIAL AND METHODS

Between 2007 and 2014, twenty one pa-
tients from general surgical wards of Ak-
deniz University Hospital and Antalya
Training and Research Hospital, followed
with a diagnosis of Paget’s disease of the
breast were analyzed retrospectively in
terms of kinds of surgery performed, pa-
thology type, receptor positivity and axil-
lary involvement.

RESULTS

Out of 21 patients with a mean age of 52.9
(36-75) there were 14 with modified radi-
cal mastectomy (MRM), 3 with lumpecto-
my, 2 with radical mastectomy and one
with simple mastectomy and sentinel
lymph node sampling (Figure 1).
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Figure 1: Types of operations performed in
patients with Paget’s disease of the breast.
(R.Mastectomy: Radical mastectomy, S.
Mastectomy: Simple mastectomy, SLND:
Sentinel lymph node dissection).

Although warned repeatedly about the
likelihood of in situ or invasive breast can-
cer one patient refused operation after skin
biopsy revealing benign changes.

Three lumpectomy patients with clear
margins rejected mastectomy. Invasive
ductal carcinoma was detected on 17 pa-
tients and microinvasive cancer was found
in 3 (Figure 2).
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Pathology Results
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Figure 2: Pathology results of patients with
Paget’s disease of the breast.

(Microinvasive ca: Microinvasive carci-
noma, DKIS: Ductal carcinoma in-situ,
Invasive ductal ca.: Invasive ductal carci-
noma). In 9 patients there was metastasis
in axillary lymph nodes (Figure 3).
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Figure 3: Axillary lymph nodes involved in
patients with Paget’s disease of the breast.
(LN: Lymph nodes).

Estrogen-receptor was positive in 6 pa-
tients and there were 8 patients with posi-
tive progesteron receptor. HER-2 neu was
positive in 16 patients (Figure 4).
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Figure 4: Gene and receptor distribution in
patients with Paget’s disease of the breast.
(Estrogen R: Estrogen receptor, Progester-
one R: Progesterone receptor).

DISCUSSION

The exact cause of Paget’s disease of the
breast is not yet known. According to the
epidermotropic theory, one of the compel-
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ling theories regarding the pathogenesis of
PDB, a number of cells break loose from
primary breast cancer foci developing in
the parenchyma of breast and migrate
along the laktiferous ducts into the nipple”.
Another view, known as the in situ trans-
formation theory, suggests a spontaneous
conversion of cells around the nipple into
cancerous cells®. A delay in diagnosis can
occur due to benign appearance. The
avarege time elapsed between the onset of
symptoms and the initial visit to a health
care provider is 6 months®. PDB consti-
tutes 1-3% of all breast malignancies’.
There is an underlying in situ or invasive
breast cancer in the vast majority of pa-
tients> °. Based on our experience while
80.9% of patients had invasive breast can-
cer, 14.3% had microinvasive breast can-
cer (Figure 2). The series of Kothari et al.?
comprised an all-female population of 70
patients with a median age of 56 years (29-
88). The average age of diagnosis was 52.9
(36-75) in our series which was also all-
female. Marczyk et al.®. in their immuno-
histochemical study of 69 patients with
PDB reported that estrogen and progester-
one receptor positivity are 10.1% and
2.7%, respectively. Immunoreactivity with
c-erbB2 was found over 80%.

The sun exposure is suggested in many
studies to be linked with a decreased risk
of breast cancer”?. Wu et al.*® reported in
their study investigating the relationship
between sunlight exposure and breast den-
sity that the higher sunlight exposure is
related to a lower risk of having high risk
breast density pattern in premenopausal
women. Sunlight exposure was assessed in
650 patients according to a questionnaire
via telephone and breast density classified
according to mammograms. Paget’s dis-
ease of the breast includes a very restricted
population of breast cancer patients and
only twenty one patients who had been
living their lives in a southern costal city
could be gathered from a 7 year period,
and quantification efforts for the sun expo-
sure was considered ineffective. Conceiva-
bly, to our knowledge, there is no clinical
report that suggests sun light making a
difference in PDB patients. On the other
hand, when we look at the clinicopatholog-
ic profiles of the patients in our study from
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Antalya, estrogen and progesterone recep-
tors were positive in 28.6% and 38.1% of
the patients, respectively. Immunoreactivi-
ty with c-erbB2 was 76.2%.

In conclusion; in the presence of the early
skin changes the possibility of PDB should
always be kept in mind. Detailed patholog-
ical examination may provide a means for
early diagnosis of the disease. Estrogen
and progesterone hormone receptor status
of PDB patients with underlying breast
cancer is often negative and immunoreac-
tivity with c-erbB2 is mostly positive; ex-
plaining why these patients have more
aggresive tumors with respect to other
breast cancer subgroups. Skin changes in
PDB are useful clues in early diagnosis for
underlying breast cancer and thereby may
offer a better chance of cure. Thus, every
woman above the age of 20 on their annual
preventive care visit should be informed
about the importance of skin changes re-
garding PDB and breast cancer which will
be reinforcing breast health awareness in
the community. Sun exposure is a modifi-
able risk factor for breast cancer and might
play a role in the pathogenesis of PDB.
Although patient number in our study is
not high enough to draw a very solid con-
clusion, so further bigger population study
is needed, relationship between sun expo-
sure and hormone receptor positivity in
PDB can be further investigated in the
light of this study.
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