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PPD: Perianal Paget’s disease;
PPDIM: Perianal disease with internal
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EMPD: Extra-mammary Paget’s
disease;

APR: Abdominoperitoneal resection;
LAR: low anterior resection

Backgraound. Perianal Paget’s disease (PPD) is a rare disease and usually
delayed in diagnosis. Association with anorectal carcinoma is often ob-
served. The purpose of this study was to review the diagnosis, manage-
ment, and outcomes of patients with perianal Paget’s disease at our hospi-
tal.

Method. Database of Pathology and Colorectal surgery at Taipei Veterans
General Hospital were queried for all cases of perianal Paget’s disease at
Taipei Veterans General Hospital between 2000 and 2014. Clinical patho-
logic factors were investigated for association with recurrence and sur-
vival. Twenty patients with perianal Paget’s disease were included in the
study (12 male), median age at diagnosis, 76 years [range, 52-88 years]; and
13 with synchronous internal malignancy, 7 without.

Results. The most common symptoms were perianal bleeding and painful
sensation. The 5-year overall survival of perianal Paget’s disease with
synchronous internal malignancy was 66.1 %. In nine patients with cura-
tive surgery, eight were disease-free during follow-up.

Conclusion. High incidence of concomitant internal malignance is noted.
A relative high local recurrent rate for pure perianal Paget’s disease re-
ceiving wide excision is present. Malignant transformation should be
alerted at finding recurrence. If not malignance, repeated wide excision
for local recurrence may be feasible. Radical surgery for perianal Paget’s
disease with internal malignancy (PPDIM) had acceptable oncological
control, for local and distant.

[J Soc Colon Rectal Surgeon (Taiwan) 2016;27:51-56]

Paget’s disease (PD) was defined as intraepithelial
adenocarcinoma.' In 1874, Sir James Paget de-
scribed this specific pathologic finding involving the
areolar tissue of the nipple in a report on ductal breast
cancer patients.” Paget’s cells are characterized with
signet ring cells with vacuolated, mucin-filled cyto-

plasm.’ (Fig. 1.) Extra-mammary Paget’s disease
(EMPD) has been reported mainly at anus, perineum,
thigh, groin, axilla, vulva, and scrotum.® Perianal
Paget’s disease (PPD) is one focus of concern, be-
cause of its high relevance with rectal cancer. PPD
was first described by Darier and Coulillard in 1893.
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Fig. 1. A photomicrograph of hematoxylin and eosin appearance of perianal Paget’s disease showing scattered clean cells
in the basal layer. These cells are large and contain abundant mucin-filled cytoplasm. (Left. H & E 10X; Right. H &

E 200X)

Associated internal malignancy of PD might origin
from gastrointestinal tract, genitourinary system, and
remote skin areas.’ Its rare incidence made it very dif-
ficult to develop the treatment strategy. The aim of this
report is to summarize our experience of PPD during a
period of 15 years at our hospital.

Material and Methods

PPD cases were retrieved from the database of
Pathology and Colorectal surgery at Taipei Veterans
General Hospital, during the period between 2000 and
2014. After exclusion of PD originating from the scro-
tum, perineum, and perivulvar, twenty cases of PPD
were included. Clinicopathological parameters were
included for analysis, including demographic factors,
treatments (surgery or radiotherapy), and oncological
outcomes. Overall survival (OS) was calculated using
the Kaplan-Meier method, and the difference was mea-
sured by the log-rank test. Continuous variables were
compared with the independent T test. p value of <
0.05 was considered statistically significant. Statisti-
cal analyses were performed with IBM SPSS soft-
ware version 16.

Results
Patient and tumor characteristics

Twenty patients (12 males) were included into our

study. The mean age and median age at diagnosis were
74.9 years and 76 years, respectively, with a range of
52 to 88 years. Median follow-up from the time of di-
agnosis was 35.0 months, with a range of 2.9 to 144.3
months.

Thirteen cases (65%) had synchronous internal
malignancy (PPDIM), and seven cases without. The
median age of PPDIM was 73 years, and pure PPD
was 77 years. (Table 1) PPDIM include 13 cases of
anorectal carcinoma. One of them was with suspect
cholangiocarcinoma compressing common bile duct.
The most common symptom was perianal bleeding (8
cases), followed by painful sensation (5 cases), skin

Table 1. Baseline characteristics of patients with perianal
Paget’s disease

Variable Pure PPD  PPDIM
n=7) (n=13)
Age, median (range) 77 (60-87) 73 (52-88)
Gender
Female 3 5
Male 4 8
Symptoms
Bleeding 6 2
Pain 4 1
Skin erosion 3 1
Ttchy 3 0
Mass 2 0
Skin rash 0 1
Internal malignancy
Anorectal carcinoma 12
Anorectal carcinoma with unknown 1

liver tumor compressing CBD*

PPD = perianal Paget’s disease; PPDIM = perianal Paget’s
disease with internal malignancy. ¥ CBD = common bile duct.
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erosion (4 cases), itching sensation (3 cases), palpable
mass (2 cases), and skin rash (1 case). Table 2 shows
the TNM stage of patients with PPDIM.

Management

Table 3 shows the treatments applied. Pure PPD
were all treated with wide excision initially, except
one case refusing any treatment. Three cases devel-
oped local recurrences. One of them turned out to be
adenocarcinoma, so salvage abdominoperitoneal re-
section (APR) was performed. The other cases received
repeated wide excision. In the group of PPDIM, §
cases received directly APR, 1 case curative low an-
terior resection (LAR), 2 cases wide excision, and 2
cases wide excision plus radiotherapy. In nine patients
with radical surgery, eight were disease free during

Table 2. TNM stage of PPDIM

Stage Case number
T
is 2
1 2
2 6
3 3
N
0 10
la 1
1b 1
2 0
3% 1
M
0 12
X" 1

PPDIM = perianal Paget’s disease with internal malignancy.
* A patient with bilateral inguinal lymph nodes metastasis.

# A patient with synchronous suspect cholangiocarcinoma of
distal common bile duct.

Table 3. Treatments for perianal Paget’s disease

Pure PPD PPDIM

Nil 1 0
Wide excision 5 2
Wide excision with radiotherapy 1 2
Wide excision with low anterior resection 0 1
APR 0 8

PPD = perianal Paget’s disease; PPDIM = perianal Paget’s
disease with internal; APR= abdominoperitoneal resection.

follow-up, and one had distant metastasis (multiple
lung and bone metastasis). 4 cases received local wide
excision. One died in 3 months due to obstructive
jaundice; one had local recurrence after a follow up of
3.73 months, but he refused further management and
then lost follow up; one received wide excision and
local radiotherapy, disease recurrence with bowel ob-
struction was observed after follow up of 9.87 months,
he received diverting colostomy; the other patient re-
ceived wide excision, radiotherapy, and chemother-
apy because of inguinal lymph nodes metastasis was
noted initially, he died due to liver and bone metas-
tasis after 13.37 months.

Outcome

After excluding one case refusing treatments, three
out of six pure PPD had local recurrence. The 5-year
overall survival of PPDIM was 66.1%. (Fig. 2) Eight
radical surgeries are all disease free during follow-up,
one had lung and bone metastasis.

Discussion
PD represents a skin neoplasm, which may be pri-
mary or secondary. The origin of Paget’s cell has been
a debated issue in the literature. Primary EMPD was

thought to be an epidermotropic neoplasm arising from
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Fig. 2. Overall survival of patients with PPDIM.
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the apocrine glands.* Secondary PD represents a down-
ward spreading of anorectal adenocarcinoma.’ In our
study, we found more than half patients (13/20) had a
concomitant anorectal carcinoma. It is not surprising
that Paget’s disease is often associated with anorectal
malignancy. Suenaga et al. reported a case the conti-
nuity between the perianal lesion and the anal canal
carcinoma in the epidermis. They diagnosed the lesion
as a Pagetoid spread of anal canacl carcinoma.” How-
ever, there is no clear differential to distinguish pri-
mary from secondary PPD.

Most reported series are of few cases because PPD
is a very rare disease. In this study, we collected 20
PPD cases at Taipei Veterans General Hospital during
a 15-year period. As in other series, most cases had
nonspecific symptoms which were hard to distinguish
from other benign anorectal disease. Delay in diagnosis
was very common. '

Local wide excision is the prime treatment of pure
PPD. Beck and Fazio ® reported a relatively low recur-
rence rate by using intraoperative frozen sections of
quadrant biopsy during wide local excision. In a re-
view article by Kubota et al.,’ local wide excision and
abdominoperineal resection with or without irradia-
tion are adopted treatments.

Although without comparative analysis in our
study, PPDIM seems to have acceptable prognosis.
Eight cases received APR and one with LAR was of
curative intent. Only one had distant recurrence. Among
the four PPDIM not receiving APR, one was due to
advanced metastases; one with synchronous suspi-
cious cholangiocarcinoma and died due to obstructive
jaundice; two cases received local wide excision be-
cause patients refused APR. It is not sure that an ag-
gressive surgery as APR is necessary for all PPDIM
having rectal cancer, since sphincter preservation is a
paramount in optimizing quality of life.!” However, in
terms of oncological result, APR works well. This is
the main meaningful finding in this series. The possi-
bility of neoadjuvant or adjuvant radiotherapy to avoid
APR merits further investigation.

For cases of pure PPD, local wide excision still
carries a relative higher chance of local recurrent rate.
Three of six pure PPD had local recurrence. This
might be due to the skip nature of local disease, result-

ing in a discontinuous spreading of Pagetoid cells be-
yond the visible margin. Among the 3 local recur-
rences, 2 were disease-free after repeat local wide ex-
cision after a follow up of 38.60 and 32.47 months, re-
spectively; one was found to be adenocarcinoma at
recurrence. Right side inguinal lymph nodes and lung
metastasis was also present at recurrence. Salvage APR
and right inguinal lymph nodes dissection later per-
formed, however the lung metastasis progressed. This
reminds us that malignant transformation or missed
diagnosis initially, might be a cause of local recur-
rence. Re-evaluation and staging was mandatory at
handling local recurrence.

This series still has the limitations as in other se-
ries: small case number and retrospective analysis.
Therefore, we could not analyze if there is any differ-
ence of survival regarding the surgical options. Nei-
ther, can the analysis of the adjuvant radiotherapy
therapy be done.

Conclusion

PPD is a rare disease and usually delayed in diag-
nosis due to non-specific symptoms. High incidence
of concomitant internal malignance is noted. A rela-
tive high local recurrent rate for pure PPD receiving
wide excision is present. Malignant transformation
should be alerted at finding recurrence. If not malig-
nance, repeated wide excision for local recurrence
may be feasible. Radical surgery for PPDIM had ac-
ceptable oncological control, for local and distant.
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