CASE REPORT

Trousseau’s Syndrome Mimicking Severe Bilateral Peripheral Arterial Disease
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Abstract- We present the case of how a massive proximal deep vein thrombosis result of an unknown
recurrence of a previously colonic malignancy treated, classically known Trousseau’s Syndrome, can mimic
symptoms of severe peripheral arterial disease in a patient affected of peripheral chronic arterial disease
surgically treated. Trousseau’s Syndrome is commonly associated with serious and chronic diseases and a
variety of paraneoplastic thromboembolic disorders. Thrombotic episodes may precede the diagnosis of
cancer and be the potential marker for an unknown and occult malignancy. We highlight the key points of the
Trousseau Syndrome and those paraneoplastic vasculopathies related that can mimic a vascular disease or

complication.
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Introduction

Thrombotic episodes can be the first manifestation of
an unknown or hidden neoplasia. A variety of
paraneoplastic thromboembolic disorders, involving the
veins, arteries, or both entities have been described and
termed Trousseau’s Syndrome. However, the form of
presentation of Trousseau’s Syndrome can also mimic
an acute ischemic peripheral event or complication
overall in patient affected of chronic vascular diseases.
This uncommon presentation and lack of suspicion can
lead to a misdiagnosis and delayed treatment with
deadly consequences. Herein we describe the case of a
Trousseau’s Syndrome manifested as massive vein
thrombosis mimicking a peripheral ischemic arterial
compromise.

Case Report

A T74-year-old with a previous history of
hypertension, type 2 diabetes mellitus and colonic
adenocarcinoma (stage pT3pN2b) treated surgically with
sigmoid colectomy plus chemotherapy two years before
was admitted to our institution. Any local or distal
recurrence of tumor had been detected during the follow

up to the present.

As previous arterial vascular events, he was
diagnosed of a chronic and peripheral arterial disease
five years before. An inverted right femoro-popliteal
saphenous vein bypass was successfully done at that
moment. Since surgery, the evolution was unremarkable.
However, during last three months patient referred with
critical intermittent claudication of left leg and he was
scheduled for a left femoro-popliteal bypass with
inverted saphenous vein. Surgery achieved a satisfactory
result. Oral anti-aggregation with acetylsalicylic acid
(100 mg/24h) and prophylactic anticoagulation with
subcutaneous low weight heparin (Enoxaparin 40
mg/24h) was started in the early postoperative period.
The patient recovered well. However, five days
postoperatively, the patient suddenly worsened with an
acute infra-abdominal pain. Vital signs revealed a blood
pressure of 114/68 mm Hg, a body temperature of 36.8°
C and a heart rate of 104 beats per min. A respiratory
rate of 14 breaths per min was detected, with an oxygen
saturation of 97% on room air. Findings from
examinations of the abdomen showed diffuse pain in his
abdomen, focused in the lower quadrants. The surgical
wounds in his left leg result of recent peripheral bypass
showed good aspect, however a painful edema appeared
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in both lower extremities. Both legs turned to pale and
no palpable peripheral pulses were found in the physical
examination.

The electrocardiogram showed sinus tachycardia at
110 beats per minute and chest radiograph was
unremarkable. Laboratory blood test showed normocytic
anemia, leucocytosis and thrombocytosis. A high
leukocyte (13.5x10%cells/ml) and platelet counts (5x10°
cells/ml) was detected. Coagulation studies were within
normal limits, and hypercoagulable workup was also
normal. The values of D dimer were high (1500 ng/ml).
Specific tests for hypercoagulability disorders included
activated protein C resistance, anticardiolipin antibody,
antithrombin 111, basal homocysteine, complete blood
count (with examination of the peripheral smear), D
dimer, Factor V Leiden, fibrinogen, lupus anticoagulant,
partial thromboplastin time, protein S, prothrombin time,
and thrombin time. Results were normal for all of these
studies.

In order to discard an acute bypass complication such
as bleeding or acute thrombosis, an angio-CT Scan was
performed. It revealed extended thrombosis of the deep
venous system spreading from iliac to inferior vena cava
extended to suprahepatic veins (Figure 1), including upper
mesenteric vein and splenic vein (Figure 2).

Figure 1. Arterial phase showing the inferior vena cava
thrombosis (white arrow)

Figure 2. Portal phase showing the thrombosis of splenic vein and
inferior vena cava (white arrow)
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Immediately after diagnosis of massive thrombaosis,
therapeutic doses of endovenous sodium heparin were
started. The implantation of a cava vein filter was
considered but not available at that moment. The patient
remained hemodynamically stable but signs of
peripheral arterial compromise progressed. Both legs
turned blue distally, from knees to both feet, and
peripheral arterial pulses remained not palpable. Two
days later the patient suffered sudden severe dyspnoea
leading him finally to death.

Discussion

Thrombotic disorders in cancer patients include
arterial  thrombosis, wvenous thrombosis, migratory
thrombophlebitis, nonbacterial thrombotic endocarditis
and systemic paraneoplastic syndromes, such as
thrombotic ~ microangiopathy  and  disseminated
intravascular coagulation. The mortality rate of proximal
deep vein thrombosis is higher than that of distal deep
vein thrombosis (1). The most common of all the above
conditions is venous thromboembolism, which includes
deep vein thrombosis and pulmonary thromboembolism.
Both represent important clinical entities because of its
high frequency, morbidity and mortality rates. Indeed,
mortality of deep venous thrombosis is estimated to be 8
times higher in cancer versus non-cancer patients and it
is associated with increased frequency of recurrences
and bleeding complications (2). A variety of
paraneoplastic thromboembolic disorders, confined to
veins, arteries, or both, have been described and termed
Trousseau’s syndrome (3). In 1865, Trousseau was the
first to report an increased incidence of venous
thrombosis in patients with cancer. The venous
thrombosis often was migratory, and the cancer was
occult and difficult to diagnose (4). An accelerated
course of peripheral vascular and ischemic heart disease
has been reported in association with Trousseau's
syndrome. Besides, thrombotic episodes may precede
the diagnosis of cancer by months or years, and thus
representing a potential marker for unknown and occult
malignancy (5-10).

Besides, a  variety of  cancer-associated
vasculopathies have been described, some sharing the
paraneoplastic ~ features associated with  classic
Trousseau’s syndrome. Paraneoplastic vasculopathies
are those cancer-associated vascular syndromes that
occur at a distance from the primary tumor or metastases
and are induced by the cancer through hormones,
immunoglobulins, or other humoral mediators. The
recognition of paraneoplastic disorders has a crucial



clinical importance because their appearance may be the
first indication of malignancy (Table 1).

Deep venous thrombosis is by far the most frequent
thromboembolic complication of cancer. The diagnosis
is often difficult; enlarged pelvic lymph nodes may
cause extrinsic compression of large wveins with
subsequent swelling of an extremity. This situation
cannot be distinguished on clinical examination from
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intrinsic occlusion of a vein (11-13).

Hepatic vein thrombosis and portal vein thrombosis
are most often seen in patients with myeloproliferative
disorders, lymphoma or colorectal adenocarcinoma.
Portal hypertension and variceal hemorrhage may be the
presenting symptom. Splanchnic vein thrombosis is an
often unsuspected complication of cancer (13).

Table 1. Vascular syndromes associated with cancer

Avrterial thrombosis
Avrterial and venous thromboembolism

Cardiac thrombosis

S emooooTe

Paraneoplastic vasculitis:

Superficial thrombophlebitis, often migratory
Deep venous thrombosis with possible embolization to pulmonary or systemic circulation

Nonbacterial thrombotic endocarditis with possible embolization to systemic or pulmonary circulation.

Accelerated course of peripheral vascular or ischemic heart disease
Leukocytoclastic vasculitis
Raynaud s phenomenon

Acute disseminated intravascular  coagulation
manifesting as widespread thrombotic, bleeding lesions
and a severe consumptive deficiency of platelets and
clotting proteins is rare in cancer patients in general, but
common in patients with acute promyelocytic leukemia.
In the latter, the disorder may even intensify when
chemotherapy is administered (14).

The cancer-associated claudication is characterized
by a more expedited course. Usually a rapid progression
of ischemia exists with a high incidence of graft
occlusion requiring vascular surgery for limb salvage.
Principally, final relief of claudication depends
specifically on the efficiency of cancer therapy (14).
Besides, it has been demonstrated an increase in
coronary instability in patients with cancer in the 2-year-
period before cancer diagnosis compared with control
subjects. Patients with colorectal cancer had the highest
indices in the 2 years preceding cancer diagnosis. The
lowest indices were recorded in those with prostatic and
bladder cancer. Other possible etiologic factors,
particularly the known coronary risk factors and anemia,
were not statistically related to an increased risk of
coronary events in the 2-year-period prior to cancer
diagnosis (14-15). Furthermore, in a retrospective study,
the rate of coronary events increased 40 times in the 2-
year-period before the diagnosis of colorectal cancer and
to lesser degrees in other malignancies; in the same
patient population, there were only a few instances of
stroke, accelerated peripheral vascular disease, and
venous thrombosis, but no instance of vasculitis (17).

The antithrombotic treatment recommendations of
deep venous thrombosis do not differ from non-cancer
patients. The main objectives include anticoagulation,

medical stabilization of patient, the relief of symptoms,
the resolution of the wvascular obstruction and the
prevention of complications and recurrences. A minority
of patients will need other types of treatment such as
thrombolysis or placement of vena cava filter (17).
Reviewing retrospectively our case, the syndrome of
Trousseau presented as expression of a paraneoplastic
syndrome secondary to a late stage of colonic
adenocarcinoma. Although there were no signs of local
or distant recurrence of the tumor, it is known that the
hypercoagulability status and the secondary changes of
the endothelium of vessels (arteries and veins) found in
these patients increase the risk of arterial and venous
thrombosis, even following adequate treatment.
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