Case report

Pancreatic panniculitis: a paraneoplastic syndrome preceding
diagnosis of pancreatic acinar cell carcinoma
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Pancreatic panniculitis is a rare form of panniculitis which is associated with pancreatic disorders with acinar

cell carcinoma which is in the first rank of all neoplastic causes. It presents with tender subcutaneous nodules,
frequently on the legs, which are not specific and thus histopathological evaluation is mandatory for a definitive
diagnosis. We report the case of a female patient who suffered from persistent multiple painful bumps on both legs
which had been histologically diagnosed as pancreatic panniculitis. Later, further investigation revealed hidden
pancreatic acinar cell carcinoma. This case illustrates that refractory cutaneous manifestations in the elderly may
be a warning sign of a concealed serious condition. Chiang Mai Medical Journal 2021;60(4):795-800. doi:

10.12982/CMUMED]J.2021.65

Keywords: Panniculitis; pancreatic panniculitis; pancreatic disorders; acinar cell carcinoma; diagnosis

Introduction

Pancreatic panniculitis is a rare form of panni-
culitis which occurs in 0.3 to 3 percent of patients
with pancreatic disorders (1). It is generally de-
scribed as being associated with benign pancrea-
tic diseases, e.g., acute or chronic pancreatitis,
and less commonly with pancreatic pseudocyst,
post-traumatic pancreatitis, pancreas divisum,
pancreatic vascular fistulas as well as pancreatic
carcinoma(l-7). Among the various types of
pancreatic neoplasm, acinar cell carcinoma is a
rare tumor but is highly associated with pancreatic
panniculitis. Here, we report on a female patient
who presented with pancreatic panniculitis which
later resulted in a further diagnosis of pancreatic
acinar cell carcinoma.

Case report
An 82-year-old woman with a history of ische-

mic stroke, Alzheimer’s disease, and squamous cell
carcinoma on the chin, presented at our derma-
tology clinic with a 2-week history of multiple
painful bumps on both legs. She was afebrile and
in good general condition, without any associated
complaints. She also denied any joint pain or
swollen joints. Physical examination showed mul-
tiple discrete ill-defined erythematous subcuta-
neous nodules with moderate tenderness, varying
in size from 2 to 5 centimeters, on both legs
(Figure 1). The remainder of the physical exami-
nation results were unremarkable and arthritis
was not observed. Initially, erythema nodosum
was suspected and 1.2 milligrams per day of oral
colchicine was administered for 2 weeks but her
lesions persisted. As there was no clinical response
to this treatment, a skin biopsy was performed.
The histopathological examination found mixed
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Figure 1. Multiple discrete ill-defined erythematous sub-
cutaneous nodules varying in size from 2 to 5 centimeters
on both legs

septal and lobular panniculitis with infiltration of
neutrophils and eosinophils. Focal fat necrosis,
including ghost-like adipocytes with basophilic
material deposits, was also observed (Figure 2).
These findings are consistent with pancreatic pan-
niculitis. Further investigation revealed normal
serum amylase [68 U/L (normal range: 28-100
U/L)] but high serum lipase [10599 U/L (nor-
mal range: 13-60 U/L)]. A complete blood count
showed mild eosinophilia (605 cells/cu.mm.) and
a liver function test was unremarkable.
puted tomography of the whole abdomen showed
an exophytic lobulated heterogenous enhancing
mass arising from the tail of the pancreas, a con-
dition which is compatible with pancreatic acinar
cell carcinoma. The tumors also extended to the
left adrenal gland, the left kidney, and the left
ureter, causing obstructive uropathy of the left
kidney. Thrombosis of the proximal left splenic
vein extending to the main portal vein was also
detected. Additionally, bilateral ovarian and mul-
tiple liver metastases were also revealed (Figure
3). The patient was referred to a gastroenterolo-

Com-

Figure 2. (A) Histopathology of the skin biopsy revealed
mixed septal and lobular panniculitis with infiltration

of neutrophils and eosinophils and focal fat necrosis,
including ghost-like adipocytes with basophilic mate-
rial deposits. (Original magnification x100). (B) Original
magnification x200.

gist for evaluation and management. The extent
and severity of the disease, however, rendered her
unsuitable for definitive treatment. Following dis-
cussions with the patient and family, they opted
for supportive end of life care.

Discussion

The diagnosis of pancreatic panniculitis is
both crucial and challenging since in 45 percent
of cases of pancreatic panniculitis, the patient
presents with cutaneous lesions before associated
pancreatic disease is recognized.(1-2,6,8) In par-
ticular, pancreatic panniculitis is associated with
pancreatic cancer and is usually the first sign of
concealed malignancy. The tumor is usually ad-
vanced before cutaneous lesions appear.

Pancreatic panniculitis usually presents with
ill-defined erythematous to red-brown edema-
tous and tender nodules, arising singly or in
crops frequently on the legs. These features do not
clearly differentiate pancreatic panniculitis from
other panniculitides, e.g., erythema nodosum
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Figure 3. Acinar cell carcinoma of the pancreas with left

adrenal gland, left kidney and left ureter involvement,
and multiple liver metastasis

and erythema induratum. Nevertheless, lesional
fluctuations and ulceration which discharge of
an oily material may be present which are unique
features of pancreatic panniculitis. Extracutane-
ous manifestations, including periarticular fat
necrosis with concomitant arthritis and painful
medullary fat necrosis in bone can also be ob-
served (1,4,7).

In cases of non-specific clinical manifesta-
tions, a deep skin biopsy that includes subcutane-
ous tissue is mandatory for diagnosis. The lesion
may begin as a septal panniculitis, but with pro-
gression, it takes on the appearance of a lobular
or mixed septal/lobular process (8). Anucleate
adipocytes with thickened, shadowy walls form
the characteristic “ghost cells” Saponification of
fat by calcium salts results in deposition of granu-
lar or homogeneous basophilic materials (9). This
“ghost cell” formation and saponification of fat
distinguishes pancreatic panniculitis from other
conditions (4,8).

Pancreatic acinar cell carcinoma, a rare tumor
which represents only 1 percent of all pancreatic
malignancies (2,6,10-11), is the most common
cancer associated with pancreatic panniculitis

(2,3). The reason why acinar cell carcinoma fre-
quently presents with this paraneoplastic pheno-
menon might be related to a high serum lipase
level. The term “Lipase hypersecretion syndrome”
has been coined for this condition which is charac-
terized by subcutaneous fat necrosis and joint
inflammation, and is often accompanied by eosino-
philia. This infrequent condition occurs in up to
15 percent of cases of acinar cell carcinoma. The
proposed pathogenesis is due to release of lipase
into the blood stream by tumor cells, bringing on
digestive action on distant non-digestive tissues:
subcutaneous fat, bone, and joints. Most cases
also have liver metastasis which may contain more
enzymes, presumably due to the enzymes escaping
the liver’s metabolism (the hepatic first pass phe-
nomenon) (12).

In addition to the present case, we reviewed
the literature of cases with pancreatic panniculi-
tis associated with acinar cell carcinoma. In those
reports, most of the patients were male in their
50s to 70s and nearly all had arthritis. Two-thirds
of the cases presented with panniculitis preced-
ing the diagnosis of malignancy, and the median
serum lipase was 8168 IU/L (range, 810-327500).
Eosinophilia, suggesting a poor prognosis, was
declared in 5 of 6 patients, including our case.
Unfortunately, when the diagnosis of pancreatic
panniculitis was made, 12 of 15 patients also al-
ready had liver metastasis. The lesions were im-
proved or resolved after cancer treatment in 6
cases, which supports the concept of pancreatic
panniculitis as a paraneoplastic manifestation.
As a result of the extent of the disease at presenta-
tion, nine cases were reported to have died from
between a few months to 15 months following
diagnosis. (Table 1)

Conclusions

Based on the review of the literature and this
case report, pancreatic panniculitis usually is the
first sign of concealed acinar cell carcinoma, but it
may also be a late manifestation as the majority of
patients had already developed liver metastasis.
Prognosis of these patients was poor. In cases of
nonspecific cutaneous presentations, histopatho-
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logic diagnosis is essential to making an early de-
finitive diagnosis and to providing proper man-
agement, especially in elderly patients.
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