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Abstract

Trousseau syndrome is a phenomena described as the presence of 
subacute hypercoagability (i.e. migratory thrombophlebitis, microangiopathy, 
arterial emboli, chronic disseminated intravascular coagulopathy) in association 
with, oftentimes occult, malignant disease. Firm associations with pulmonary, 
pancreatic, and other visceral malignancies have been reported but not with 
a gallbladder adenocarcinoma. We present here the first reported case, to our 
knowledge, of Trousseau syndrome as the presenting symptom of an invasive 
papillary adenocarcinoma of the gallbladder, which was initially misdiagnosed 
as a diabetic foot ulcer. An en bloc resection of the gallbladder, segment IVb and 
V liver resection and portal lymph nodes dissection were performed. The patient 
remained disease free after nine years of follow-up without any postoperative 
adjuvant chemotherapy or radiation therapy. The presentation of Trousseau 
syndrome can be variable and subtle such that it may be misinterpreted as a 
more common disease entity. With high indices of suspicion, careful differential 
diagnosis and diligent work up it may ultimately reveal an occult malignancy 
that would not commonly be attributed to the phenomena. In turn, this finding 
can lead to a curative resection and a long-term cancer-free survival for a very 
malignant disease entity.
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Background
Trousseau syndrome was defined by Armand Trousseau in 1865. 

He first described, and ultimately self-diagnosed, the phenomenon 
in which an occult visceral malignancy is the underlying cause 
of an unexpected thrombotic event. Initially, the most frequent 
description involved migratory thrombophlebitis [1-4]. Almost 
a century later, the definition was expanded to include chronic 
disseminated intravascular coagulopathy, micro angioplasty, 
verrucous endocarditis, and arterial emboli. Trousseau syndrome has 
a well-established association with advanced primary pancreatic and 
pulmonary malignancies, approximately 20% and 24% respectively 
[5-10]. Associations with prostate, stomach, colon, and hematologic 
malignancies have also been reported. Seemingly, cancer-free patients 
with symptomatic idiopathic venous thromboembolism have an 
approximate 10% incidence of a subsequent cancer diagnosis. The risk 
factors for venous thromboembolism (VTE) in patients with a known 
malignancy have been evaluated in a number of large population-
based, case-control studies [11-17]. A Danish cohort study of cancer 
subjects that only excluded non-melanoma skin cancers compared to 
a general population as control was undertaken, and the incidence of 
VTE was noted to be higher among the cancer patients (IR 8.0 versus 
IR 4.7, respectively) [13]. Incidence rates were highest in patients with 
pancreatic cancer (IR 41) and those with advanced-stage cancer. 

Gallbladder carcinoma is relatively rare, and the incidence in 
the United States has been reported to range from 1.2-2.5 cases per 
100,000 [18,19]. It most often develops in elderly patients in their 
sixth or seventh decade of life, and affects females three to four times 

more often than males. The exact etiology of gallbladder carcinoma is 
not known. Cholelithiasis has been reported to occur in 75% to 92% 
of cases [18]. Patients with gallstones greater than 3 cm in diameter 
have as much as a ten times greater risk of developing cancer than 
those patients with stones of 1 cm or less. Other factors linked to 
gallbladder carcinoma include: cholecystoenteric fistulas, anomalous 
pancreaticobiliary junction, exposure to chemical carcinogens, 
inflammatory bowel disease, familial predisposition, chronic 
salmonella, and Mirizzi syndrome. 

Patients most commonly present with abdominal pain, although 
nausea, vomiting, weight loss, and jaundice are other frequent 
symptoms. Right upper quadrant tenderness to palpation with 
associated hepatomegaly or a palpable distended gallbladder is 
rarely present on physical examination. There have been no reported 
cases of migratory thrombophlebitis, microangiopathy, or arterial 
emboli within this patient population. Laboratory analysis is usually 
unremarkable, unless obstructive jaundice has occurred. The paucity 
of clinical signs and symptoms makes for a difficult preoperative 
diagnosis. The disease is usually diagnosed either incidentally 
after cholecystectomy, or at an advanced stage, when presentation 
is accompanied by a mass, jaundice, ascites, or carcinomatosis. 
Ultrasonography may demonstrate an abnormally thickened 
gallbladder wall or the presence of a mass. Usually, additional imaging 
by contrast-enhanced Computed Tomography (CT) or Magnetic 
Resonance Imaging (MRI) is needed to determine respectability and 
to provide information about the local extent of disease, including 
portal vascular invasion, the presence of lymphadenopathy, and 
distant metastases. With the recent improvement in MRI, magnetic 
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resonance cholangiopancreatography (MRCP) has evolved into 
a single noninvasive imaging modality that allows for complete 
assessment of loco regional involvement. 

Gallbladder carcinoma in situ and carcinoma limited to the 
mucosa (T1) can be adequately treated with a cholecystectomy alone, 
if the cystic duct margin is negative for disease [18]. This approach is 
associated with a 5-year survival rate as high as 100%. For T2 lesions, 
the minimal recommendation is an extended cholecystectomy that 
includes resection of the gallbladder en bloc along with the portal 
lymph nodes. Addition of a wedge resection of segments IVb and V 
of the liver is controversial, but is indicated in many cases [20-23]. 
Locally advanced tumors (T3 and T4) have been reported to present 
with lymph node metastasis in approximately 75% of cases and are 
associated with metastatic peritoneal disease in 79% of patients. T3 
and T4 disease is often associated with 5-year survival rates that range 
from 0% to 5%. The most significant negative prognostic factor in 
gallbladder carcinoma is lymph node involvement. Vascular invasion 
has also been reported as indicative of poor prognosis.

Case Presentation
A 61-year-old African-American female with a past medical 

history of insulin-dependent diabetes mellitus and hypertension 
presented to the University Medical Center in New Orleans in 
2004 with a five-day history positive for bluish-black discoloration 
of the left first and second toes. The patient denied trauma, pain or 
paresthesia of the area, but did note associated bullae formation. The 
patient was admitted afebrile, but hypertensive, tachycardic, and 
with poor glycemic control. The patient was noted, on examination, 
to have a dark reddish-brown discoloration of the plantar surface of 

the left first and second distal phalanges. There was no evidence of 
tenderness to palpation, purulence, bloody discharge, or cellulites, 
but epidermal peeling was present. Although clear signs of distal 
ischemic changes were noted in the first and second toes, appropriate 
capillary refill was noted in the remaining phalanges on that side. The 
patient was noted to have 2+ femoral, popliteal, dorsalis pedis, and 
1+ posterior tibial pulses on the affected side. The patient showed 
no signs of venous insufficiency on further examination, and had no 
evidence of osteomyelytic changes or soft tissue air on distal lower 
extremity roentgenography. The source of the ischemic changes did 
not seem to be arterial or venous in nature, therefore, a working 
diagnosis of embolic disease was entertained. The patient was placed 
initially on intravenous antibiotics and appropriate glycemic control 
was obtained. A CT angiogram of the abdomen, pelvis, and bilateral 
lower extremities demonstrated the common femoral, profunda, 
and popliteal arteries were of normal caliber and patency, bilaterally. 
There was evidence of scattered atheromatous changes throughout 
the distal vasculature bilaterally, but still had evidence of contiguous 
blood flow to the distal extremity. The most interesting finding on CT 
Angiogram was an exophytic lesion arising from a focally thickened 
and irregular medial wall of the gallbladder body with areas of wall 
disruption. The mass was noted to contain small foci of calcium 
and measured approximately 2.0 x 1.8cm. Localized peri-portal and 
aortic lymph node enlargement was noted within the region. The 
liver parenchyma and other intra-abdominal organs were noted to be 
without evidence of intra-peritoneal metastatic disease. There was no 
evidence of distal lower extremity embolization (Figure 1). 

The patient was taken to the operative suite where she received 
an open cholecystectomy with segment IVb and V liver resection 
and associated portal triad lymphcarc node dissection. One palpable 
node was excised intra-operatively, and was sent for frozen section, 
returning as benign granulomatous disease. The gallbladder was 
excised and frozen section of the 2.0cm polyp revealed moderately 
differentiated invasive papillary adenocarcinoma of the fundus. 
The tumor was noted to invade through the muscularis into the 
perimuscular connective tissue. Liver segments IVb and V were 
resected and a nodal dissection was undertaken, extending from 
the liver edge to the proper hepatic artery. Both the liver and the 
10 lymph nodes contained within the porta-hepatis were free of 
localized metastatic disease upon final pathological review (T2N0M0, 
Stage IB). Additional staining of the granulomatous nodes obtained 
with Grocott’s methenamine silver and periodic acid-Schiff, as well as 
those for acid-fast bacilli were negative. Postoperatively, she received 
no adjuvant chemotherapy, given the extent of her resection and 
clinical stage. Approximately nine years from the original date of 
diagnosis, the patient remained free of local or metastatic recurrence 
(Figure 2).

Conclusion
To date, there has never been a reported case of Trousseau 

Syndrome as the presenting symptoms of gallbladder adenocarcinoma. 
The question remains, as to whether the presence of Trousseau 
Syndrome correlates into a poorer prognosis in those patients with 
primary biliary malignancies. This cannot be answered at this time, 
given the sparseness of this phenomenon in this patient population. 
The presentation of our patient with Trousseau syndrome ultimately 

Figure 1: Computed Tomography Angiography showing an exophytic lesion 
arising from a focally thickened and irregular medial wall of the gallbladder 
body with areas of wall disruption. The mass measures approximately 2.0 
x 1.8cm. Localized peri-portal and aortic lymph node enlargement is noted 
within the region.
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yielded asymptomatic malignant disease. The subsequent curative en 
bloc resection of the gallbladder and portal lymph nodes, with the 
addition of a of segment IVb and V liver wedge resection, may have 
greatly decreased the risk of mortality in this patient, and as to date, 
has kept her free of recurrence.
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