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While mediating malignant growth through 3 separate 
processes (elimination, equilibrium, and escape phases), 
the immune system continuously scans for transformed 
cells emerging in the periphery (1). Extramammary 
Paget’s disease (EMPD) is a cutaneous adenocarcinoma 
(2), which is mostly considered intraepidermal and in-
dolent (2). Based on the cancer immunoediting theory 
(1), in situ lesions represent a long-term cancer-immune 
equilibrium that keeps cancer cells within the epidermal 
niche, while immune escape brings about regional lymph 
node (LN) metastasis. However, this theory argues 
against the traditional view that some macule-forming, 
apparently non-invasive, and non-tumour-forming 
EMPDs progress rapidly and manifest as fatal pulmonary 
tumour thrombotic microangiopathy (PTTM) (3–5) or 
after years of postoperative follow-up (6). Since EMPD-
associated PTTM has been reported to frequently precede 
diagnosis of occult EMPDs (3, 4), precise disease recog-
nition and elucidation of the underlying pathomecha-
nisms of EMPD are essential for establishing better ma-
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nagement strategies (2). The description of coagulopathy 
associated with occult cancer dates back to 1865, when 
the physician Armand Trousseau described recurrent 
superficial migratory thrombophlebitis associated with 
mucin-rich adenocarcinomas (7). Chronic dissemination 
of intravascular coagulation in patients with Trousseau 
syndrome (TS) can result in cerebral infarction (8). We 
report here a case of EMPD-associated TS wherein, upon 
recurrence, Mucin-16 (MUC16, CA125)-positive tumour 
cells expanded locally.

CASE REPORT
A 72-year-old Japanese man presented with a 2-year history of 
perineal erosive erythema with depigmentation (Fig. 1a). However, 
lymphadenopathy was not clinically present. An elevated plasma 
D-dimer level (4.1 µg/mL [normal range: < 0.50 µg/mL]) led to 
identifying a thrombus in the ipsilateral soleal vein, of which 
patho logical significance was not appreciated at that point. How
ever, the abnormality is a harbinger of poor prognosis in cancer. 
Extended resection with a horizontal margin of 2 cm was perform-

Fig. 1. (a) Primary lesion. 
(b) Recurrent lesion on the 
postoperative scar (arrow). 
(a) and (b) Corresponding 
immunoh i s t o chem i ca l 
images of CA125/CD4/CD8. 
(c) Chest X-ray indicating 
lymphangitis carcinomatosa. 
(d) Magnetic resonance 
imaging showing multiple 
foci of cerebral infarc tion 
(arrows). (e) Immuno-
staining levels in the primary 
(white bar) and the recurrent 
(black bar) lesions quantified 
by use of the ImageJ analysis 
programme. ****p < 0.001, 
2-way analysis of variance.
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rently, robust clinical/biological parameters are sought. 
Kato et al. (12) indicated that primary erosive lesions, 
but not tumour formation, correlated with developing 
LN/distant metastases. This may be important given 
that chronic local inflammation could promote tumou-
rigenesis and perturb epidermal differentiation, both of 
which precede immune evasion of EMPD cells (1). This 
notion may have been further corroborated by a recent 
retrospective analysis of stage I melanomas by Ellis et al. 
(14). In that study, differentiation status of the overlying 
epidermis was assessed by expression levels of loricrin/
autophagy and beclin 1 regulator (AMBRA1), which 
successfully identified highrisk stage I diseases with 
low disease-free survival rates independent of tumour 
thickness (14). Although future studies are required, the 
current case suggests that: sentinel LN sampling and/or 
adjunct therapies that augment local immunity, such as 
radiotherapy (2) or immunotherapy (15), may need to 
be prioritized in patients with primary erosive lesions or 
coagulopathy indicated by high plasma D-dimer levels. 
Precise recognition of the clinical entity and in-depth 
biological understanding would allow for more efficient 
risk stratification of patients with EMPD.
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