
M. Freireich-Astman et al.   •  Vol 7  •  July 2005474

Pancreatic panniculitis is a rather rare 
condition that results from fat necrosis 
due to release of pancreatic enzymes 
from pancreatic tissue. We report a 
case of pancreatic panniculitis as a sign 
of adenocarcinoma of unknown origin.

Patient Description
A 75 year old woman presented with 
painful nodes on both shins of 1 
month’s duration. She had also lost 5 
kg in weight during the preceding few 
months. Her medical history included 
a myoma and a simple ovarian cyst 
that had been treated by hysterectomy 
and oophorectomy, respectively, 10 
years previously, cholecystectomy 10 
years previously, and total left knee 
replacement 4 months previously. 

Physical examination was un-
remarkable apart from an enlarged liver 
palpated 2 cm below the costal margin. 
Inspection of the skin revealed round, 
erythematous, painful nodes on both 
shins and dorsal aspect of the legs. 
Histologic study of skin biopsy samples 
from one of the nodes demonstrated 
mild perivascular neutrophilic infiltrates,
deep interstitial lymphohistiocytic 
infiltrates at the subcutaneous layer,
and massive fat necrosis with calcium 
deposition. Vasculitis was not present. 

Complete blood count was normal, 
erythrocyte sedimentation rate 50 
mm/hour, and electrolyte, creatinine, 
transaminase and amylase levels within 
normal range. Alkaline phosphatase 
measured 128–193 U/L (normal 40–
129 U/L), gamma-glutamyltransferase 
80–288 U/L (normal 11–50 U/L), and 
lipase 11,450 U/L (normal 16–63 U/L). 
Serologic tests for recent infection with 
cytomegalovirus, Epstein-Barr virus, 

Brucella, hepatitis B and Q fever were 
all negative. Findings for antistreptolysin 
O and purified protein derivative were
negative. Antinuclear antibody and 
complement were within normal range, 
as were α1 antitrypsin and angiotensin-
converting enzyme levels. 

On abdominal computed tomography 
an enlarged liver was observed with 
multiple echogenic lesions measuring 
up to 8 x 8.7 cm on both lobes. 
There were no lesions in the pancreas, 
which was atrophic. Liver biopsy 
demonstrated an adenocarcinoma. 
The possibility of a pancreaticobiliary 
primary malignancy was excluded on 
the basis of immunostains for CA 19-
9 and keratin 19, and negative stains 
for alpha-fetoprotein and hepato-cyte 
antigen excluded the possibility of 
hepatocellular carcinoma. Thus, the 
diagnosis was metastatic adeno-
carcinoma of unknown origin based on 
the clinical and pathologic findings.
No other significant pathologic lesions
were identified on abdominal, chest
and pelvic CT, or on colonoscopy, 
gastroscopy and mammography. 

The patient was treated with 
analgesic agents and later with anti-
biotics because of unexplained fever. 
The subcutaneous nodules spread to 
the upper extremities and became very 
painful. The patient died 7 weeks after 
hospital admission. 

Comment
Pancreatic panniculitis occurs in 
approximately 2% to 3% of all patients 
with pancreatic diseases. It usually 
appears in association with acute 
and chronic pancreatitis, but has 
also been described in patients with 

pancreatic carcinoma, usually acinar 
cell type. In rare cases, it is associated 
with pancreatic divisum, pancreatic 
pseudocyst, vasculopancreatic fistulas,
and abdominal trauma [1,2]. In up to 
45% of affected patients, pancreatic 
panniculitis is the presenting symptom 
of a pancreatic pathology [3]. Some-
times there is no demonstrable pan-
creatic disease. Pancreatic panniculitis 
was also reported by Corazza et al. 
[4] as a first sign of liver carcinoma.
Our patient demonstrated a typical 
picture of pancreatic panniculitis on 
both clinical and pathologic grounds, 
although no pancreatic disease was 
demonstrated.

Clinically, pancreatic panniculitis 
presents as erythematous subcutaneous 
nodules, usually on the distal lower 
extremities, although other locations 
have been reported. The nodules tend 
to ulcerate spontaneously and exude an 
oily brown material, the end-product of 
adipocyte necrosis. The subcutaneous 
fat necrosis may be accompanied by 
fat necrosis in other tissues as well, 
such as peri-articular fat (resulting in 
acute arthritis), omentum fat (resulting 
in peritonitis), and also pleuritis, 
pericarditis and fat necrosis of the 
bone marrow. 

The histologic features consist 
of mostly lobular panniculitis with 
massive necrosis of adipocytes. The 
fat necrosis leads to the formation of 
“ghost” adipocytes, which have lost 
their nuclei and contain a fine granular
and basophilic material within their 
cytoplasm because of calcification. The
treatment of pancreatic panniculitis is 
directed at the underlying pancreatic 
disease. 
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In summary, we describe the dra-
matic and fatal course of a patient 
who demonstrated a clinical picture of 
panniculitis, which laboratory workup 
revealed to be pancreatic panniculitis 
due to adenocarcinoma of unknown 
origin.
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Background: Ataxia telangiecta-
sia (A-T) is an autosomal recessive 
neurologic disorder with an inci-
dence of 1 in 40,000 to 1 in 100,000. 
The major clinical features include 
progressive cerebellar ataxia, tel-
angiectasia, immunologic deficien-
cies and a high incidence of cancer, 
particularly lymphoid malignancies. 
Recent studies on the involvement 
of the ATM gene in B cell chronic 
lymphocytic leukemia (B-CLL) and T 
cell prolymphocytic leukemia (T-PLL) 
in adults identified ATM mutations 
and found that the B-CLL patients 
with an altered ATM expression had 
a more aggressive disease. The ATM 
mutations identified were of somatic
and/or germ-line origin.

Objectives: To study the involve-
ment of the ATM gene in childhood 
B cell lymphoid malignancies and 
correlate the results with clinical pa-
rameters and prognosis.

Methods: ATM gene mutations 
were screened by SSCP and sequenc-

ing in tumors from 23 patients with 
Hodgkin’s lymphoma, 28 with B cell 
lymphoma, and bone marrow from 
56 with B-lineage acute lymphoblas-
tic leukemia (ALL).

Results: Hodgkin’s lymphoma: 
ATM missense variants were detected 
in two patients (9%): one harbored 
a combined genotype P604S/F1463C 
and the other a novel missense 
mutation V595A. These alterations 
were present in the germ-line and 
both patients had a more aggressive 
disease. B cell lymphoma: ATM mis-
sense mutations in exons 4, 6 and 
7 were identified in two patients in
a heterozygous form. The mutations 
were all novel and after cloning were 
found to co-exist on the same allele. 
In both patients, the mutations were 
present in the germ-line. B-lineage 
ALL: ATM mutations were identi-
fied in 2 of the 56 (4%) samples in
a heterozygous form. One patient 
harbored a combination of two novel 
mutations in exon 13 (L546V/I550V). 

After cloning we found that these al-
terations co-exist on the same allele. 
The other patient harbored a com-
bination of two missense mutations 
in exons 14 and 31(P604S/ F1463C). 
In both patients the mutations were 
present in the germ-line. These pa-
tients had favorable clinical and bio-
logical parameters.

Conclusions: These results in-
dicate that mutations in the ATM 
gene occur in a low frequency in our 
population of childhood B cell lym-
phoma and B-lineage leukemia, in 
contrast to T cell ALL, and thus do 
not play a major role in the onco-
genesis of these diseases. As A-T is 
more prevalent in Israel, one would 
expect to detect more mutations in 
B cell lymphoma and in B-lineage 
ALL, but this was not the case. 

The work on Hodgkin’s disease was 
published in the British Journal of Cancer 
2004;90:522–5. The work on B-lymphoid 
malignancies has been submitted for pub-
lication.
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