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The Conservative Management of Paget’s Disease of
the Breast with Radiotherapy

BACKGROUND. The purpose of this study was to evaluate the feasibility of breast-Lori J. Pierce, M.D.1

conserving therapy involving limited surgery and definitive radiotherapy as a treat-Bruce G. Haffty, M.D.2

ment for Paget’s disease, and to determine the disease free and overall survivalLawrence J. Solin, M.D.3

associated with this approach.Beryl McCormick, M.D.4

METHODS. The authors retrospectively reviewed the charts of all patients treatedFrank A. Vicini, M.D.5

during the period 1980-1994 for Paget’s disease of the breast who did not presentDavid E. Wazer, M.D.6

with a palpable mass or mammographic density. Through a collaborative review,Abram Recht, M.D.7

30 cases were identified. A biopsy confirming the presence of typical Paget’s cellsMyla Strawderman, M.S.8

was performed on all patients. All patients received external beam radiotherapyAllen S. Lichter, M.D.1
to the breast, with a median dose of 50 gray (Gy). Ninety-seven percent received

a boost to the remaining nipple or tumor bed, with a median dose to the tumor
1 Department of Radiation Oncology, University

bed of 61.5 Gy.of Michigan School of Medicine, Ann Arbor,
RESULTS. The median follow-up for surviving patients was 62 months. Three pa-Michigan.
tients (10%) developed a recurrence in the breast as the only site of first failure,

2 Department of Therapeutic Radiology, Yale and 2 additional patients (7%) experienced failure in the breast as a component
University School of Medicine, New Haven, Con-

of first failure. The median time to local failure was 69 months. The 5- and 8-yearnecticut.
actuarial estimates of local failure as the only site of first failure were 9% (95%

3 Department of Radiation Oncology, Hospital confidence interval [CI], 0-20%) and 16% (95% CI, 0–31%), respectively. Of the 5
of the University of Pennsylvania, Philadelphia, patients with local failures, 3 were among 22 patients (14%) who underwent com-
Pennsylvania.

plete resection of the nipple or nipple-areola complex, compared with 2 failures
4 Department of Radiation Oncology, Memorial among 6 patients (33%) after partial resection (P Å 0.29). There were no failures
Hospital, Memorial Sloan-Kettering Cancer Cen- among 2 patients who had a biopsy only. Four of 5 local failures were salvaged by
ter, New York, New York. mastectomy, and 3 of these patients were free of disease after a median follow-

up of 52 months. The 5- and 8-year estimates of disease free survival for the overall5 Department of Radiation Oncology, William
Beaumont Hospital, Royal Oak, Michigan. series were both 95% (95% CI, 87–100%); cause specific overall survival was 100%

at 8 years.6 Department of Radiation Oncology, Tufts Uni-
CONCLUSIONS. Breast-conserving therapy involving complete resection of the nip-versity, New England Medical Center, Boston,
ple-areola complex followed by definitive radiotherapy is a viable alternative toMassachusetts.
mastectomy in the treatment of Paget’s disease. High rates of disease free and

7 Beth Israel Hospital, Joint Center for Radiation
cause specific survival, in addition to adequate local control, justify consideration

Therapy, Boston, Massachusetts.
of a conservative approach. Cancer 1997;80:1065–72.

8 Biostatistics Core, University of Michigan Can- q 1997 American Cancer Society.
cer Center, Ann Arbor, Michigan.

KEYWORDS: Paget’s disease, breast carcinoma, radiotherapy, breast conservation.

Since the original association between skin changes of the nipple
and the subsequent development of breast carcinoma was re-

Dr. Pierce is the recipient of the American Can- 0010, 1500 E. Medical Center Drive, Ann Arbor,
cer Society Career Development Award 95-76. Michigan 48109.

Presented in part at the 38th Annual Meeting of
the American Society for Therapeutic Radiology Address for reprints: Lori J. Pierce, M.D., De- Received December 16, 1996; revisions re-
and Oncology, Los Angeles, California, October partment of Radiation Oncology, University of ceived March 4, 1997, and May 5, 1997; ac-
27–30, 1996. Michigan School of Medicine, B2C490, Box cepted May 5, 1997.

q 1997 American Cancer Society

/ 7b61$$1308 08-20-97 22:39:30 canxa W: Cancer



1066 CANCER September 15, 1997 / Volume 80 / Number 6

ported by Sir James Paget in 1874, the condition later of Paget’s disease treated in this manner.11,12 There-
fore, the authors collectively reviewed their experiencetermed Paget’s disease of the nipple has been a well

documented clinical entity.1 The description of clinical using definitive radiotherapy in the management of
Paget’s disease presenting as nipple changes in thechanges of the nipple and areola described by Sir Paget

as having the ‘‘. . . appearance of a florid intensely absence of a palpable mass or a mammographic den-
sity, and report the local control and disease specificred raw surface; very finely granular, as if the whole

thickness of the epidermis were removed; like the sur- survival achieved with a breast-conserving approach.
face of very acute diffuse eczema . . . (with) cancer of
the mammary gland (following) within at the most two MATERIALS AND METHODS

Patient Eligibilityyears and usually within one year . . .’’ remains as
accurate a description today as when initially de- To generate a series of patients treated with limited

surgery and breast radiotherapy for Paget’s disease,scribed.
Paget’s disease of the breast occurs in approxi- clinical cases were combined from seven institutions

into a single data base at the University of Michigan.mately 1–3% of all primary breast carcinoma series2–4

and most often presents clinically as eczematous Thirty cases of Paget’s disease of the nipple without a
palpable mass or mammographic density treated withchanges of the nipple, associated with bleeding, itch-

ing, and ulceration.2,5 Although approximately 50% of definitive radiotherapy were identified from the fol-
lowing institutions: six cases each from the Universitypatients also present with an associated palpable mass

elsewhere in the breast, 40–50% of patients are diag- of Michigan and Yale University, five cases from the
University of Pennsylvania, four cases each from Me-nosed with Paget’s disease without a clinically detect-

able breast lesion.2,3,6 In recent studies in which mam- morial Sloan-Kettering Cancer Center and William
Beaumont Hospital, three cases from Tufts University,mographic findings have been correlated with clinical

findings, the majority of women presenting with nip- and two cases from the Joint Center for Radiation
Therapy. All patients were treated with breast conser-ple changes in the absence of a palpable mass have

had negative mammographic findings as well,7 with vation based on patient preference. No patients were
referred for radiotherapy due to medical contraindica-negative mammograms reported in 63% of women

presenting only with nipple changes in 1 series.7 tions to surgery.
Twenty-nine women were diagnosed with AJCCPathologically, all patients with Paget’s disease

have characteristic round intraepidermal cells of the clinical Tis N0 M0, Stage 0 Paget’s disease of the breast;
one patient with Paget’s disease of the nipple was diag-nipple. However, variable pathologic findings have

been reported in the remainder of the breast, depen- nosed with clinical T1N0M0, Stage I disease due to
a focus of microinvasion.13 All patients were treateddent primarily on the presence or absence of a breast

mass. An underlying breast malignancy has been doc- between 1980–1994. Each patient had a nipple biopsy
demonstrating large, pale, rounded, or ovoid intrae-umented in 96–100% of cases when breast specimens

have been analyzed after mastectomy.3,4,8 Among pidermal cells with extensive cytoplasm and enlarged
nuclei and nucleoli, characteristic of Paget’s cells. Allthose patients presenting with a palpable mass, ap-

proximately 90–94% are found to have invasive dis- pathology slides were reviewed at diagnosis by the
originating institution for histologic confirmation. Aease, whereas patients presenting without a clinical

mass often have noninvasive disease, with 66–86% of central pathology review was not performed.
patients having ductal carcinoma in situ (DCIS) exclu-
sively.2,3 Survival has varied by clinical and pathologic Surgical Therapy

Surgery was comprised of complete or partial nipplefindings, with patients presenting without a mass and
predominantly noninvasive disease having 5-year excision, or complete or partial excision of the nipple

and areola with associated retroareolar breast tissue.cause specific survivals of 90–100% after mastec-
tomy2,3,4 versus 37–43% for women with palpable No patient required an excision elsewhere in the

breast. Ten percent of patients (3 of 30) underwentmasses and invasive disease.2,3

Historically, the standard local therapy for Paget’s total nipple excision, 13% (4 of 30) underwent partial
nipple excision, and 63% (19 of 30) and 7% (2 of 30)disease has been mastectomy.2,3,5 However, with the

highly favorable prognosis of Paget’s disease in the underwent total and partial nipple-areolar excision,
respectively. Two patients (7%) underwent biopsy onlyabsence of a breast mass, and the increasing reports

of the successful use of conservative surgery and radio- without resection of the nipple. Fourteen patients
(47%) had a reexcision performed and 15 (50%) weretherapy in the treatment of DCIS of the breast,9,10 inter-

est in a breast-conserving option has been generated. not reexcised; the use of reexcision was unknown in
1 patient (3%). Final margins were negative in 16 casesHowever, limited data exist concerning the outcome
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(53%), positive in 2 (7%), and unknown in 12 (40%). whether it was isolated or concurrent with regional
and/or distant failure. Patients were scored as beingEleven women (37%) had an axillary lymph node dis-

section, with a median of 13 lymph nodes removed without evidence of disease (NED) at last observation
if they had been continuously free of disease from the(range, 8–24 lymph nodes). All lymph nodes were

pathologically negative for metastatic disease. completion of radiotherapy to the last follow-up visit
or had developed local and/or regional failure that was
successfully salvaged at the last observation period.Radiotherapy

All patients received external beam radiotherapy to For the calculation of cause specific survival, only
deaths secondary to breast carcinoma were scored asthe breast using tangential irradiation. The median

dose to the entire breast was 50 grays (Gy) (range, 45– events. For the calculation of overall survival, all
deaths were scored as events.54 Gy). The median fraction size was 2 Gy (range, 1.8–

2 Gy). Dose distributions were reviewed for intentional Univariate analyses were performed using Fisher’s
exact test to evaluate the strength of association be-underwedging at the nipple-areolar region. Six plans

were intentionally underwedged to generate an area of tween clinical characteristics and local control. The
small sample sizes and number of events in this seriesincreased dose in the nipple-areolar area. The median

isodose of these plans was 110% (range, 106–110%). precluded performing a meaningful multivariate anal-
ysis.A boost was delivered to the remaining nipple or tu-

mor bed in 97% of cases (29 of 30) to a median dose
of 14 Gy (range, 9–20 Gy). The median total dose to

RESULTSthe tumor bed was 61.5 Gy (range, 50.4–70 Gy). Of
Clinical, Mammographic, and Pathologic Findingsthe 29 patients receiving a boost, 86% (25 of 29) were
The median age at diagnosis was 50 years (range, 35–treated with electrons, and 3% (1 of 29) each were
79 years). Thirteen patients (43%) were premeno-treated using 100-kilovault photons, cobalt, or a dou-
pausal, 16 (53%) were postmenopausal, and 1 patientble-plane iridium implant. One patient was treated
(3%) was perimenopausal when diagnosed. The pre-with a boost of unknown type. Bolus was used in the
senting symptoms at the nipple-areolar complex werephoton and/or electron portion of treatment in 33%
as follows: 67% of patients (20 of 30) presented withof cases (10 of 30), not used in 60% (18 of 30) of cases,
nipple pain, itching and/or scaling; 37% (11 of 30)and unknown in 7% of cases. Of the ten patients who
presented with nipple discharge; 20% (6 of 30) pre-were treated with bolus, bolus was applied to the re-
sented with nipple erythema; and 17% (5 of 30) pre-maining nipple-areolar complex daily in six, two were
sented with nipple ulceration. No patients werebolused to the remaining scar, and two received bolus
asymptomatic at presentation. The median durationto the entire breast for a portion of the external beam
of symptoms was 8.5 months (range, 1–36 months).treatment. In addition to breast irradiation, 1 patient

Twenty-nine of 30 patients (97%) underwent areceived supraclavicular radiotherapy to a dose of 46
mammogram at presentation. Twenty-four of 29Gy and a second patient was treated comprehensively
mammograms were read as negative for malignancy.to the supraclavicular, axillary, and internal mammary
Of the remaining five studies in which mammographiclymph nodes to a total dose of 50 Gy. One patient
changes were noted, findings included two with retro-received systemic treatment with tamoxifen.
areolar calcifications, two with nonspecific calcifica-
tions, and one with suspicious calcifications elsewhereData Analysis
in the breast. Three of these mammograms also in-Patient records were reviewed for the following char-
cluded results suggestive of nipple thickening. Thereacteristics: age, menopausal status, presenting symp-
were no mammographic findings suspicious for atoms, duration of symptoms, mammographic find-
breast mass.ings, extent of surgical excision, final margin status,

Two patients underwent an incisional biopsy ofpathologic findings, dissection of the axillary lymph
the nipple only; the remaining 28 patients underwentnodes, and the results of the dissection if performed.
either partial or complete excision of the nipple orActuarial curves for local control, survival free of dis-
nipple-areolar complex, as outlined earlier. Pathologicease, and overall survival were generated using the
review revealed Paget’s cells of the nipple in all 30Kaplan–Meier method, measured from the comple-
cases. In addition to the presence of the Paget’s cells,tion of radiotherapy.14 A local failure as only first fail-
DCIS was identified in 23 of the biopsy specimensure was defined as a patient who recurred in the breast
(77%), and DCIS with a single focus of microinvasionwithout preceding or simultaneous regional or distant
was found in 1 specimen (3%). The remaining 6 casesdisease. A local failure as a component of first failure

included all patients who developed a breast failure (20%) either had no underlying breast parenchyma
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FIGURE 1. Five- and 8-year estimates of local failure as only site of first FIGURE 2. Five- and 8-year estimates of local control with and without
surgical salvage.failure and component of first failure.

for pathologic assessment or had no DCIS or invasion
prior to radiotherapy. Persistent calcifications led to a

present.
subsequent biopsy 4 years later that confirmed resid-
ual DCIS. She had focal intraductal carcinoma only inLocoregional Control
the mastectomy specimen. Another patient had

With a median follow-up of 62 months for surviving
multifocal DCIS in the mastectomy specimen, and thepatients (range, 13–176 months), 3 patients (10%) had
third had both invasive and noninvasive disease.developed a recurrence in the breast as the only site

Of the two additional patients with a local recur-of first failure (Fig. 1). The 5- and 8-year actuarial local
rence as a component of first failure, one experiencedcontrol rates for a breast failure as the only site of first
a simulataneous breast and axillary lymph node fail-failure were 91% (95% confidence interval [CI] 80–
ure, and the second had a breast and distant (contra-100%) and 84% (95% CI, 69–100%), respectively. Two
lateral axillary) lymph node failure. Both local recur-additional patients developed a breast failure simulta-
rences were detected by both physical examinationneously with regional or distant failure; the cumulative
and mammogram and pathologically contained inva-5- and 8-year actuarial control rates for a breast recur-
sive and intraductal disease. The former patient wasrence as component of first failure were 91% (95% CI,
treated by mastectomy; 6 of 19 lymph nodes were80–100%) and 77% (95% CI, 59–100%), respectively.
found to contain metastatic disease. The patient sub-For those who experienced a breast recurrence, the
sequently received 6 cycles of cyclophosphamide, dox-median time to local failure was 69 months (range,
orubicin, and 5-fluorouracil, followed by tamoxifen,21–122 months). Despite treatment to the axilla in
and at last follow-up was free of disease 64 monthsonly 12 of 30 patients (40%) (i.e., 11 with axillary lymph
after recurrence. The patient with simultaneous localnode dissection and 1 with comprehensive regional
and distant failure recurred 10 years and 6 monthsirradiation) only 1 patient developed a clinical ipsilat-
after therapy to the breast. At the time of recurrence,eral axillary lymph node failure (3%), which was surgi-
only a biopsy was performed of the treated breast; nocally salvaged. She had not undergone previous axil-
attempt was made to perform a mastectomy. Thus, 29lary surgery or radiotherapy.
of 30 patients (97%) were ultimately locally controlledAll three recurrences in patients with breast-only
by either primary treatment or salvage surgery at lastfailures as first failure were detected by mammogram
follow-up. The actuarial rates of local control includ-only and successfully salvaged by mastectomy. One of
ing surgical salvage at 5 and 8 years were 100% andthese three patients had residual microcalcifications

on a postbiopsy mammogram that were not excised 100%, respectively, as shown in Figure 2. (The single
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TABLE 1
Univariate Analysis for Local Failure

Local
Clinical factor No. failure P-valuea

Mammographic findings
Negative 24 16.7% ú0.99
Calcifications 5 20.0%
Not done 1 0%

Extent of nipple-areolar excision
Complete nipple/nipple-areolar 22 14.0% 0.29
Partial nipple/nipple-areolar 6 33.3%

Final margin status
Negative 16 12.5% 0.74
Positive 2 0%
Unknown 12 25%

Pathology of lumpectomy specimen
Paget’s disease only 6 0% 0.55
Paget’s disease with DCIS {

invasion 24 20.8%
Breast dose (Gy)
õ 50 12 8.3% 0.62
¢ 50 18 22.2%

Dose to tumor bed with boost (Gy) FIGURE 3. Five- and 8-year estimates of survival with no evidence of
õ 60 4 0% ú0.99 disease (NED) and overall survival.
¢ 60 26 19.2%

Use of bolus
No 18 11.1% 0.32

95% (95% CI, 87–100%) (Fig. 3). At last follow-up, twoYes 10 30.0%
Unknown 2 0% patients had died, both without evidence of disease,

resulting in overall survival rates at 5 years of 95%
DCIS: ductal carcinoma in situ; Gy: grays. (95% CI, 85–100%) and of 88% at 8 years (95% CI, 73–a Calculated using Fisher’s exact test.

100%). The cause specific survival rate at both 5 and
8 years was 100%.

Cosmesis and Complicationslocal recurrence for which salvage was not attempted
occurred beyond the last point of actuarial analysis.) The cosmetic result was assessed by the treating radia-

tion oncologist in 24 patients using the criteria pre-Univariate analysis for local failure as component
of first failure was performed for the following factors: viously suggested by Harris et al.15 Nine of 24 patients

(38%) were believed to have an excellent result, 13mammographic findings, extent of nipple/nipple-are-
olar complex resection (complete nipple/nipple-areo- (54%) a good result, and 2 (8%) a fair result. The cos-

metic result did not vary significantly by the extent oflar excision vs. partial nipple/nipple-areolar excision),
pathologic results in the lumpectomy specimen (Pag- the resection (data not shown); however, three of the

patients with good to excellent results underwent nip-et’s cells only vs. DCIS with or without microinvasion),
final margin status, whole breast dose (õ 50 Gy vs. ¢ ple reconstruction after complete nipple-areolar re-

section.50 Gy), total tumor bed dose (õ 60 Gy vs.¢ 60 Gy), and
the use of bolus. No factors emerged as statistically The incidence of complications was assessed in

27 of 30 cases. No complications were reported in 89%significant predictors of local failure at the conven-
tional level (P ° 0.05), Table 1. However, there was a of the patients reviewed (24 women). One patient each

developed protracted chest wall pain (4%), chronictrend toward improved local control in patients
treated with total nipple/nipple-areolar excision (3 breast infection treated with antibiotics (4%), and a

questionable radiation dermatitis treated with steroidsfailures in 22 patients; 14%) compared with partial
nipple/nipple-areolar excision (2 failures in 6 patients; (4%).
33%) (P Å 0.29).

DISCUSSION
The purpose of this study was to present the localNED Survival and Overall Survival

At last follow-up, two patients were alive with distant control and survival rates for a consecutive series of
patients treated with conservative surgery and radio-disease. The NED survival rate at 5 and 8 years was
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therapy for Paget’s disease of the nipple, and to con- were treated with supervoltage techniques with a fol-
low-up ranging from 11 months to nearly 14 yearstrast these results with historic controls treated with

mastectomy. The clinical characteristics of the pa- (median, 66 months). Of note, these patients usually
were treated with biopsy alone, followed by irradiationtients in the current study are comparable to those

described in mastectomy series. The median age at limited to the central portion of the breast. In the cur-
rent series, 2 patients have developed distant disease,diagnosis was 50 years, consistent with surgical se-

ries,3,5,16 and all patients presented with clinical resulting in 5- and 8-year distant disease free survivals
of 95%. Therefore, although the results of breast-con-changes at the nipple typical of Paget’s disease, includ-

ing pruritis, erythema, and mild ulceration. The me- serving therapy using radiotherapy cannot be defini-
tively compared with those obtained using mastec-dian duration of symptoms prior to diagnosis was 8.5

months, which is also in agreement with mastectomy tomy in the absence of a randomized trial, these retro-
spective analyses suggest similar distant disease freeseries, in which the diagnosis often has been delayed

secondary to the presumption of benign skin disease. results for the two treatment modalities and encourage
consideration of a conservative approach for selectedIn general, the prognosis after mastectomy in the

absence of a palpable mass has been very favorable, patients with Paget’s disease of the nipple.
Although the presence of the intraepidermal Pag-with some series reporting no deaths secondary to car-

cinoma at 5 years.2 However, others have reported in- et’s cell is the pathologic hallmark of the disease, the
histogenesis of the Paget’s cell is controversial. Twovasive recurrences after mastectomy. In a series of 37

patients with Paget’s disease of the nipple without a theories have been proposed to account for the patho-
genesis of the disease.17 The first theory, the epidermo-palpable mass treated with simple mastectomy, Dixon

et al. reported a 5% incidence of invasive recurrence tropic theory, suggests that Paget’s cells are derived
from ductal epithelium and are essentially DCIS cellswith a 40-month median follow-up.4 Thus, although

distant disease free survival exceeds 90–95% in pa- that have migrated to the epidermis by way of the
lactiferous ducts. The second theory, the transforma-tients with Paget’s disease without a palpable mass

treated with ablative surgery, mastectomy does not tion theory, proposes that Paget’s cells are trans-
formed in situ keratinocytes of the epidermis of theuniformly result in survival free of disease.

Limited experiences using breast-conserving sur- nipple and represent a malignant process independent
of the underlying breast parenchyma. Light micros-gery followed by definitive radiotherapy have pro-

duced results similar to those reported after mastec- copy studies have produced evidence supporting both
theories, but immunohistochemical studies have fa-tomy. Fourquet et al. from the Institut Curie retrospec-

tively examined 20 patients with Paget’s disease vored a mammary origin for Paget’s cells.18–20 Studies
using different monoclonal antibodies against low mo-without a detectable mass treated at a single institu-

tion.11 Seventeen patients underwent biopsy only, lecular weight epithelial keratins, such as keratins 8,
18, and 19 have demonstrated their presence in largewhereas 3 underwent excision of the nipple or nipple

and areola prior to radiotherapy. The median dose amounts in Paget’s cells and their absence in sur-
rounding keratinocytes, characteristic of cells of nor-delivered to the breast was 57 Gy, with a boost given

to 90% of patients to a median total dose of 72 Gy to mal luminal mammary epithelium.8 More recent stud-
ies have demonstrated concordance of immunoreac-the tumor site (range, 55–83 Gy). With a median fol-

low-up of 90 months, 15% of failures recurred in the tivity in the Paget’s cells and the underlying
carcinoma, including almost identical immunohisto-breast only, and were successfully salvaged by mastec-

tomy. All three failures were in patients who did not chemical staining profiles with antibody 21N, which
was raised against a peptide from the C-terminus ofundergo complete excision of the lesion. There were

no deaths due to breast carcinoma. Bulens et al. re- the predicted sequence of the c-erb B-2 product.19,20

Thus, most evidence strongly supports the epidermo-ported a series of 13 patients treated conservatively in
Leuven, Belgium.12 Disease was limited to the nipple tropic theory of an underlying carcinoma; however,

rare cases of Paget’s disease in which an underlyingor skin without evidence of an underlying tumor. Pa-
tients underwent biopsy without an attempt at com- carcinoma cannot be detected histologically still

prompt consideration of the in situ transformationplete excision. The entire breast received 30 to 65 Gy,
with a boost to the tumor bed for a total dose of 60– theory.

The origin of the Paget’s cell has implications for70 Gy. At a median follow-up of 52 months, there were
no local or distant failures. A series from Guildford, treatment. If the Paget’s cell originated de novo in

the nipple epithelium, simple resection of the nipple-England included patients treated over a long period
with varying presentations and therapy.16 There was 1 areolar complex followed by no additional therapy to

the remaining breast parenchyma might be an appro-local failure at 38 months among the 8 patients who
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priate therapeutic alternative. However, the presence year actuarial rates of local failure were 6% and 16%,
respectively. Rates of surgical salvage were similar be-of an underlying breast malignancy would necessitate

treatment to the residual breast tissue. Attempts of tween the series reported by Solin et al.23 and the cur-
rent series, with 86% and 80% (4 of 5) of the localnipple-only excision, as suggested by the transforma-

tion theory, have produced varying results. In a small recurrences, respectively, salvaged by additional treat-
ment. In addition, the long term rates of survival freeseries reported by Lagios et al. from San Francisco, 1

of 5 patients treated with complete or partial nipple- from distant metastases were comparable between the
two series, with the study by Solin et al.23 reporting aareolar excision in the absence of a palpable mass or

any suspicious mammographic finding recurred lo- 10-year actuarial rate of freedom from distant failure
of 96% versus 95% at 8 years in the current study.cally at 12 months.21 This patient (initially treated with

partial nipple-areolar excision) recurred in the residual Because DCIS represents the predominant underlying
malignancy in the breast of patients with Paget’s dis-areolar skin. She was salvaged with reexcision, and all

patients remained free of disease with an average of ease without a palpable mass, it is understandable that
the local control rate and distant disease free survival50 months of follow-up (range, 30–69 months). Paone

and Baker at the Johns Hopkins Hospital reported that for conservatively managed Paget’s disease treated
with radiotherapy would parallel the results achievednone of the five patients with Paget’s disease present-

ing in the absence of a palpable mass recurred after for DCIS.
The authors believe treatment of Paget’s diseasenipple excision and wedge resection of underlying

breast tissue5; however, the length of follow-up was should include excision of the entire nipple-areolar
complex with negative microscopic margins, and allnot specified. Dixon et al. in Nottingham, United King-

dom presented the outcome of ten patients with Pag- suspicious microcalcifications demonstrated on a pre-
treatment mammogram, as confirmed by a negativeet’s disease presenting in the absence of a palpable

mass with mammographic changes suggesting in situ postbiopsy mammogram.24 Although the current se-
ries does not have the statistical power to detect achanges only immediately adjacent to the nipple who

were treated with excision of the nipple-areolar com- significant impact of complete excision of the nipple-
areolar complex or margin status on local control, im-plex with a cone of underlying breast tissue.4 Despite

all patients having negative microscopic deep resec- proved control with complete excision and negative
margins is consistent with treatment guidelines fortion margins, 40% (4 of 10) developed a local failure at

8–19 months after surgery. Three of the four patients DCIS, in which all areas of potential disease are excised
prior to definitive radiotherapy.recurred with invasive disease; two developed distant

metastases, with one death from disease. A recent ab- Although, to the authors’ knowledge, this series is
the largest report of patients with Paget’s disease ofstract from Memorial Sloan-Kettering Cancer Center

described five patients with Paget’s disease with no the nipple treated with breast-conserving surgery and
radiotherapy, the number of patients and the numberevidence of invasion treated with a central quadran-

tectomy including removal of the nipple, and micro- of events in the current collective series is small. Other
limitations include the lack of a central pathologic andscopically negative margins; three recurred locally.22

Although the first two series may be consistent with imaging review due to the unavailability of all patho-
logic and mammographic studies. Thus, additional se-the in situ transformation theory of the histopathogen-

esis of the Paget’s cell, the latter two series strongly ries are needed to confirm the findings of the current
study. However, this study demonstrates the success-support the epidermotropic theory and demonstrate

the importance of treatment to the underlying breast ful results using breast-conserving treatment as an al-
ternative to mastectomy. High rates of disease free andin patients with Paget’s presenting with in situ disease

even in the presence of negative margins. overall survival, in addition to adequate local control,
justify consideration of a conservative approach whenThe current study reports the 5- and and 8-year

actuarial breast recurrence rates to be 9% and 16%, presenting management options to women with Pag-
et’s disease of the nipple presenting in the absence ofrespectively, when local failure as only site of first fail-

ure is calculated. These estimates of breast failure are a palpable mass or mammographic density.
consistent with those reported for DCIS treated defin-
itively with radiotherapy. The National Surgical Adju-
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