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EXTRAMAMMARY PAGET'S DISEASE 

A case repor! 

KNUT B. JACOBSEN AND 000 I. HAAVELSRUD 

Extramammary Paget's disease is a derma
tosis which pathologically and clinically re
scmbles Paget's discase of thc breast. 

The clisease occurs in regions with apo
crine glands; most often in the anogenital 
area, seldom in the axilla. A few cases of 
the discase are dcscribed in the umbilicus, 
the mucous membrane of the mouth, in the 
nose, car and in the glancl of Moll, of the 
eyelicl ( 1 s). 

Women get thc disease twice as often as 
men. Most of thc patients are older per
sons, the average age being about 60 years. 
The youngest patient we havc found in the 
literature was a 24-year-old woman with 
thc lcsion in the vulva ( 4). 

Until 10 years ago extramammary Paget's 
disease was looked upon as a rare entity 
( 7). During the past few years it has been 
reportcd in increasing numbers, including 
several cases reported by Scandinavian 
authors (4, 12, 13, 16, 17). 

Since this condition still is of interest 
due to both clinical and pathological prob
lems the following case is presented. 

Case reporr: A 72-year-old man was admitted 
to thc hospital with a genito-femoral lesion of 
the skin. The lesion started in the right groin 
and increased slowly in sizc for 10 years. It 
was oozing intermittently. ln the last 1 1/2 
years he had observed a papillary growth on thc 
right thigh adjacent to the inguinal fold. Thcre 

had been considerable pain but no itching. The 
lesion had been trcatcd for years as "eczema" 
or mycotic infection with a grcat number of 
topical agents. Exccpt for chronic bronchi tis 
he recalled no other illness. The patient was 
well nourished and in good general condition. 
Clinical examination showed the skin in thc 
right inguinal fold and adjaccnt areas on the 
scrotum and the thigh to be "beefy-red" in 
colour. The surface was denuded, granular, and 
was partly covered with mucopurulent secre
tions. On the right thigh, just below the ingui
nal fold there was a red, papillary, soft, easy
bleeding vegetation, 0.7 cm elevated above the 
adjacent skin about 2 X 2 cm in size (Fig. 1). 
The skin in the pubic area and in the lcft 
inguinal fold with adjacent areas on thigh and 
scrotum was brown-rcd in colour. The surfacc 
was dry with moderate scaling. The total lesion 
mcasured 20X 10 cm. It was rcgular in contour 
and thc margins wcre sharply demarcated, but 
not thrcad-like. Blood cell count, urinanalysis 
and blood sedimentation rates were within nor
mal limits. Serologic tests for syphilis were 
negative. Radiographic examinations of chest 
and colon showed no tumor suspcct abnormali
ties, and no blood was present in the stool. 
The diaguosis, extramammary Paget's disease, 
was first given on t.he third biopsy, and the 
lesion was removed surgically in two sessions.' 

Hisrology: The different parts varied in ap
pearance. Figure 2 a and b showed the charac
teristic Paget cells in thc epidermis; great cells 
with a bright, or light basophilic and finely 
granulated, vacuolatcd cytoplasm. The nuclci 
werc part!y hyperchromatic, part!y poor in 
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chromatin. Many of them had one or two dis
tinct nucleoli. Most of the nuclei were centrally 
located, a few seemed compressed to the pc
riphery by the cytoplasm. Discernible prickles 
were not seen, and there were rclatively few 
mitoses. Paget cells werc also seen in the hair 
follicles, and possibly in the sweat gland ducts. 
Especially in the basic layer af the epidermis 
the cells had a tendency to duster ar "float" 
together. 

In some places the cells formed nests, partly 
giving the impression af resting directly an 
the corium, and could rcadily be confused with 
naevus or melanoma cells (Fig. 3). Suprabasal 
spaces, occasionally with acantholytic cells, 
were a frequent phenomenon (Fig. 4). Figure S 
demonstrates papillary growth. Figure 6 shows 
a "psoriasislike" picture with downgrowth of 
the rete pegs, prolongation and broadening of 
dermal papillae covered by a thin epidermis. 
A varying degree of hyperkeratosis, partly fol
licular in type, and acanthosis was found in 
almost every specimen. A cellular infiltrate of 
plasma cells, lymphocytes and histiocytes was 
usually present in the dermis. In some areas 
the epidennis was infiltrated too, partly with 
polymorphonudear le1,1kocytes. In the skin re
moved from the left groin the specimen re
vealed a firm tumor, about r cm in diameter. 
The cut surface was grey-white in colour. 
There were macroscopic signs af infiltration af 
the dermis. Microscopically there was a diffuse 
infiltrating adenocarcinoma (Fig. 7), partly 
with distinct acini. The cells were cubical or 
cylindrical, with a few of the signet-ring type. 
Same areas with a more anaplastic appearance, 
exhlbiting diffuse infiltration af single cells or 
dusters of cells, were found. In same of the 
sections apocrine glands were seen close ta the 
tumor. However, at no point could thc tumor 
be seen to arise from these glands. In all the 
sections from the epidermis as well as from 
thc carcinoma a strong reaction for intraepi
thelial mucin was found (Alcian Blue-PAS). 

Discussion 

There is a variety of theories regarding the 
pathogenesis of Paget's disease of the skin. 

These theories may be classified in three 
groups. 

r. The alteration in the epidermis repre
sents a migration or rnetastasis from an 
underlying carcinoma.

2. The Paget cells arise primary in the epi
dermis.
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3. The epidermis and the underlying ad
nexal structures rnay be involved to
gether or separately.

Those favouring the first theory are of the 
opinion that there always has to be a 
carcinoma or a carcinomatous alteration of 

the underlying glandular tissue. But, con

trary to what seerns to be true for Paget's 

disease of the mammary glands (3), rnany 
authors claim that there are well defined 
cases of extramammary Paget's disease with 
localization to the epidermis only (8, 14). 
One of us has recently seen such a case in 
the anal region. 

However, cases of extramammary Paget's 
disease localized to the anogenital region 
with involvement of the epidermis con
comitant with adenocarcinoma of the rec
tum or mucinous carcinoma of the urethra 

or carcinoma of the breast have led some 

authors to assume a multicentric and au
tochthonus origin of the disease (8). 

Extramammary Paget's disease is only 
described in locations with apocrine glands. 
These glands develop from the same epi
thelial germ as do the hair follicles and the 
sebaceous glands. They open to the hair 

follicle or on the free surface of the epi
dermis. There are therefore obvious reasons 

to presume that apocrine cells or their pre
cursors normally located in thc:: epidermis 

can be affected in the same manner as the 
apocrine glands themselves. 

The same authors (8) call attention to 
the fact that part of the skin of anus, 
perineum and genitalia is of entodermal 
origin. Histochemically they found mu
cinous material in cells of the transitional 
epithelium of the anorectal junction and 
cells lining anal ducts and glands similar 
to that found in apocrine glands of the 
genital region. Ontogenetically and histo
chemically we may have to deal with the 
same sort of cells. An unknown carcino

genic stimulus may therefore affect the 
apocrine structures, the dermis, the glands 
of the rectum and urethra with an autoch
thonus and multicentric effect. 

Like mammary glands, the apocrine 
glands are under influence of hormones. 
They begin functioning at puberty, with 



Fig. r. Picture from the right groin and scrotum showing Paget's clisease with a papillary 

growth, just below the inguinal fold. 
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Fig. ;z a. Section from the lesion in fig. 1 with typical Paget cells. (H+EX150) 

decreasing or ceasing act1v1ty at the end 
of the reproductive life ( 1). 

In our case the disease was at first ob
served in the right groin, far away from 

the adnexal tumor which was found 10 

years later in the left groin. According to 
the first theory, the first manifestation 
should represent a metastasis from the 
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Fig. 3. Scction of area with Paget c:ells forming nests of c:ells resting directly 
on the corium. (H+EX150) 
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Fig. 4. Se<..tion from thc lcsion in fig. 1 showing formation of �upraba,al spales 
in Pagct's discase. (H+EX35) 

Fig. 5. Scuion from the papillary growth in the right groin as shown in fig. 1. (H+EX8) 

tumor. The further growth in that case is 
eithcr an intraepidem1al sprcad from the 
first manifestation or a metastasis which 
each time comes ncarcr to the primary 

tumor. It would be easier to understand 
that the alterations from the very bcginning 
represented a carcinoma in situ with sec
ondary infiltration of thc dermis. The third 
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Fig. 6. Scction of the same lesion as �hown in 
fig. 1. from an area with "psoriasislike" for

mation. (H l EX35) 

mentioned theory is of course also a pos
sibility. 

It has been postulated that Paget cells 
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do not represent a malignant cell, but an 

altercd or degenerated cell. In disagreement 
with this vicw these cells are able to spread 
rapidly in tissue culture ( 2). 

Clinically the disease is described as 
erythematous and scaling, with secondary 
weeping, oozing and eczematisation. Con
trary to eczema, the horders of the lesion 
usually remain sharply defined (15). Many 
of the patients have itching, somc havc 
pain. Papillar and leukoplakialike forma
tions, ulcers and bleeding may give the 
lesion such a varied appearance that the 
diagnosis cannot be based on the clinical 
picture alone (4). 

The diagnosis is based on the micro
scopical finding of Paget cells in the epi• 
dermis. Miescher ( 14), ca Ils attention to 
the fact that especially in the center of 
larger lesions, nonspecific alterations can 
be found which tend to impede the diag
nosis. These circumstances are best illus
trated in the work of Helwig and Graham 
(8) in their clinico-pathological study of
40 cases of anogenital Paget's disease:

Of the 37 patients from whom data were 
available, the lesions varied in size from 
0.4 to 12 cm in diameter; the medium was 
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3 cm. Clinically only 2 of the 40 lesions 
were diagnosed as extramammary Pagct's 
disease. One half had "benign" diagnosis, 
the othcr half showed some variety of prc
malignancy or carcinoma. 

Prior to the first biopsy, excision or 
treatment, the duration of the lesion varied 
from 1 month to 31 ycars. 

The initial pathological diagnosis was 
extramammary Paget's disease in 16 cases, 
melanoma or junctional naevus in 8, some 
variety of carcinoma in 14, Daricr's disease 
in r, and no diagnosis in r casc. 

Pathologically, the main problem is to 
differentiate extramammary Paget's disease 
from malignant melanoma, Bowen's dis
ease, and occasionally from erythroplasia 
of Queyrat. This is especially true for the 
malignant melanoma (2, 6, 11, 13). 

Extramammary Paget's disease can be 
differcntiated from the mentioned diseases 
because the Paget cells contain mucin (6, 91 

10, 13). This can be shown with a rcla
tively nonspecific reaction such as muci
carminc-Mayer, or by histochcmical dem
onstration of acid rnucopolysaccharides 
with basic copperphtalocyanins; for ex
ample Akian Blue. Of these two methods 
the staining with mucicarmine is the least 
sensitive. 

Helwig and Graham (8) found that the 
mucicarmine staining was negative in 
Bowcn's disease and mclanoma, and even 
in a few cases of extramammary Paget's 
disease. However, they usually found somc 
Paget cells sensitive to mucicarminc in most 
of their cases of the latter discase. These 
authors also found somc melanomas posi
tive with Alcian Blue, but pointed out that 
others were unable to verify this finding. 
They therefore based their diagnosis on 
Gomori's aJdehyde fuchsin reaction which 
is only positive in extramammary Paget's 
disease. 

All the slides in our case were stained 
with Gomori's aldehyde fuchsin and gave 
a positive reaction which, however, was 
weaker than the reaction obtained with 
Alcian Blue. 

As a control, eight cases of Bowen's dis
ease and eight cases of malignant melanoma 
were stained with Alcian Blue. None of 
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them showcd intraepithelial mucin. How
cvcr, in the mclanomas the connective 
tissuc around groups of mclanoma cells 
often was strongly positive. This is in ac
cordance with our carlier experiencc. 

Therefore, we do not believe it should 
be necessary for diagnostic security to 
inlroduce a special stain.ing method in ad
dition to a routine method used in many 
laboratories, and which wc believe is ade
quate to ascertain thc diagnosis of extra
mammary Paget's disease. 

Histologic distinction bctween extra
mammary Paget's disease with or without 
apocrine gland involvement and adcnocar
cinomas containing mucin with mctastasis 
to the skin, may be another problem en
tirely (15) 

Demonstration of melanin seems to be 
of less value as the melanomas may be 
amclanotic, and many authors also have 
found melanin pigment in the Paget cells 
(8, I 3). 

In our slides there is possibly a weak 
positive reaction with the method of Fon

tana-Masson. Howcver, it is pointed out 
that the apocrine glands contain lipofuscin 
which also reduces silver salts. Confusion 
can be avoided by the use of hypochlorit
or chlordioxyddissolution (s). 

lf proper reagents are available the dopa 
reaction may be of importancc. 

I Ielwig and Graham (8), who analysed 
their material statistically, generally found 
the prognosis to be somewhat better in 
Bowen's disease than in anogenital Paget's 
disease. The median survival time for pa
tients with anogenital Paget's disease was 
about seven years after the first biopsy. In 
the cases with underlying adnexal car
cinoma or adjacent interna) carcinoma, the 
prognosis was much worse; as the median 
survival time thcn was only one third of 
that of the whole material. Fundamcntally 
thc therapy is surgical, possibly supple
mented later with x-ray or radiumtreat
ment (8

1
16). 

SUMMARY 

A case of cxtramammary Paget's disease 
with adenocarcinoma in the dermis is de-
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scribed. The authors share the view that 

diagnosis is difficult based on the clinical 
picture alone. However, this disease should 

be borne in mind when obscure eruptions 
occur in regions with apocrinc glands and 
especially if such lesions prove resistant to 
topical therapy. 

In wide-spread lesions the histologic pic
ture may not be distinct. The importance 
of demonstrating acid mucopolysaccharides 
with special stains, such as Alcian Blue is 
stressed. Considering the course of the 
disease in the presented case it is not likely 
that the Paget cells in the epidermis repre
sent metastasis or migration from an under
lying carcinoma. 
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