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Kazuistika

Introduction
The term antiphospholipid syndrome 
refers to a thrombophilic disease cha-
racterized by the presence of anti-
phospholipid antibodies in the serum, 
clinically presented as venous and ar-
terial thrombosis or miscarriage in 
women [1,2]. Thromboembolism may 
involve vessels of internal organs, and 
signs of organ dysfunction ultimately 
modify the clinical picture [3]. Unlike 
other thrombophilic conditions, an-
tiphospholipid antibody positivity is 
associated with an increased risk for 
atherosclerosis [4]. The most common 
manifestation of the disease is lower 
limb deep vein thrombosis and stroke. 
Primary thromboembolism involving 
other territories is rare [5,6].

Our report examines the case of 
a young man with high antiphospho-
lipid antibody titers whose disease 

manifests itself as peripheral arterial 
disease (PAD) in the presence of a sig-
nificant stenosis of the common fe-
moral artery (CFA) and recurrent ilio

femoral thrombosis requiring local 
thrombolytic therapy with stent im-
plantation into both common iliac 
veins.
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Ischemická choroba dolních končetin a recidivující ileofemorální flebotrombóza u 24letého muže s antifosfolipidovým syndromem

Souhrn: Předkládáme kazuistiku mladého muže, u kterého se antifosfolipidový syndrom atypicky prezentoval nejen recidivující ileofemo-
rální flebotrombózou, ale také předčasnou ischemickou chorobou dolních končetin. Kazuistika upozorňuje na vysoké riziko recidivy 
trombózy po přerušení nebo ukončení antikoagulační léčby, zvláště při perzistenci spontánně vyšší hodnoty aPTT a vysokém titru antifos-
folipidových protilátek. Ukazuje na možnosti endovaskulární léčby flebotrombózy pánevních žil a dobrou 24měsíční průchodnost stentů 
implantovaných do pánevního žilního řečiště.
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Fig. 1 Atherosclerotic lesion of left common femoral artery (CFA). a – CFA be-
fore surgical treatment, b – CFA reocclusion after four years.
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Case Report
A 30-years-old obese patient (BMI 30) 
who is also a smoker, was first hospita-
lized in our department in 2006 when 
he was 24-years-old. His medical his-
tory included treatment of hepatopa-
thy (with biopsy-based diagnosis of 
steatosis), hypertriglyceridemia and 
several attacks of gouty arthritis. His 
family history did not include cardio-
vascular or thromboembolic disease.

The reason for the patient’s  f irst 
hospitalization was a  trauma-rela-
ted non-healing wound on the toe 
of the left lower limb. Left inguinal 

bruit, weak pulse in the left common 
femoral artery (CFA), and a  decrea-
sed ankle-brachial index (0.8) indica-
ted the presence of peripheral arterial 
disease (PAD). The patient was indi-
cated for digital subtraction angio-
graphy (DSA), which confirmed signi-
ficant stenosis of the left CFA above 
the bifurcation (fig. 1a). The patient 
subsequently had surgical endarterec-
tomy combined with venoplasty, with 
the medial branch of the great saphe-
nous vein used as a graft; however, the 
main trunk of the great saphenous vein 
remained intact. Intraoperatively, the 

surgeon assessed the finding as a  ty-
pical atherosclerotic lesion of the ar-
tery. Histology revealed a fibroelastic 
plaque with residual thrombosis. The 
revascularization procedure and inten-
sive local treatment resulted in com-
plete healing of the wound within the 
subsequent 4 weeks. Drug therapy 
after surgery included aspirin, with 
fibrate and allopurinol administered 
because of hypertriglyceridemia and 
hyperuricemia.

The reason for re-hospitalization 
three year later was a painful edema 
of the entire right lower limb. Ultra-
sound diagnosed extensive iliofemo-
ral venous thrombosis. Prior to local 
thrombolytic therapy, the patient 
had an abdominal CT, which confir-
med iliac vein thrombosis while ru-
ling out vein oppression. In addition, 
the examination showed hepatosple-
nomegaly with a  liver density sugges-
tive of steatosis. Dilatation of the por-
tal vein to 17 mm and splenic vein to 
12 mm led to the suspicion of portal 
hypertension. Computed tomography 
and echocardiography excluded ste-
no-occlusive hepatic vein involvement. 
Gastroscopy did not identify esopha-
geal varices. Once the presence of con-
ditions raising the risk for bleeding had 
been excluded, local thrombolytic the-
rapy was initiated.

As a rule, we start the procedure with 
a popliteal vein puncture under ultra-
sound control, whereby a  6F sheath 
with a hemostatic valve is inserted into 
the vein using Seldinger‘s technique to 
perform initial phlebography (fig. 2a). 
Next, a guidewire is advanced, under 
skiasopic control, across the thrombo-
tic occlusion up to the vena cava infe-
rior. Subsequently, a 5F straight cathe-
ter with side ports is advanced over the 
guidewire to perform cavography. The 
catheter is then retracted to the middle 
third of the thrombotic occlusion to 
start local thrombolysis [7] with altep-
lase (Actilyse, Boehringer Ingelheim, 
Germany) at a  total dose of 1 mg/h 
(fig. 2b). Half of the dose is adminis-
tered via the straight catheter, with the 

Fig. 2 Endovascular treatment of iliofemoral thrombosis. The arrows depict the 
progress of thrombus recanalisation due to local thrombolytic therapy. 
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(fig. 3). DSA of the pelvic and lower 
limb arteries, performed before re-in-
stituting warfarin therapy, documen-
ted occlusion of the left CFA. Given the 
relatively good collateralization of the 
occlusion via the internal iliac artery 
(fig. 1b), the patient was recommen-
ded to receive conservative therapy.

Laboratory Results
Besides the hepatopathy and triglyce-
ridemia, we also repeatedly noted in
creased aPTT levels (tab. 1). In 2011, 
the patient had a  new liver biopsy 
using the transjugular approach; the 
procedure again confirmed the pre-
sence of steatosis while ruling out in-

before his scheduled appointment 
with surprising extensive edema of the 
entire left lower limb. Upon disconti-
nuation of warfarin prior to elective 
DSA, the patient forgot to self-admi-
nister low-molecular-weight heparin 
as recommended, leaving him with no 
anticoagulation medication for 5 days. 
Ultrasound showed left iliofemoral ve-
nous thrombosis. Hence, the patient 
was scheduled for interventional treat-
ment of iliofemoral venous thrombo-
sis instead of the originally scheduled 
DSA. The thrombus dissolved after 30 
hours of treatment and a stent had to 
be implanted into the left common 
iliac vein because of residual stenosis 

other half via a sheath inserted to the 
popliteal vein. Unfractionated heparin 
at a dose increasing activated throm-
boplastin time (aPTT) to 60-90 s is ad-
ministered together with the throm-
bolytic agent. Supportive therapy 
includes an elastic compressive ban-
dage and elevation of the affected 
limb [8]. The thrombus dissolved after 
62 hours of therapy in our patient 
(fig. 2c). PTA with stent implantation 
was subsequently undertaken because 
of residual stenosis in the vena cava in-
ferior, most likely due to older thrombi 
or ligament lesions (f ig.  2d). Treat-
ment resulted in the remission of the 
right lower limb edema and an impro-
vement in the patient‘s status. The pa-
tient was discharged to receive aspirin 
at a dose of 100 mg and warfarin.

At the next clinical follow-up sche-
duled for the autumn of 2010, the 
right lower limb was free of edema 
and showed no signs of venous hy-
pertension. Ultrasound confirmed pa-
tency of the iliac vein stent. However, 
the patient complained of recent clau-
dication experienced in the left thigh 
and calf. His claudication distance 
was 150 meters. Ultrasound revealed 
occlusion of the previously treated left 
CFA with an ABI of 0.70. To get de-
tailed visualization of the pelvic arte-
rial bed, the patient was scheduled for 
a  new lower limb DSA. Although he 
should have been admitted to the hos-
pital after a week, he came a few days 

Fig. 3 Endovascular treatment of iliofemoral thrombosis. a – before implanta-
tion of the stent, b – after the implantation 

Tab. 1 Abnormal laboratory tests.

Laboratory tests November/2006 May/2010 August/2010 Normal range Units
aPTT 46.7 43.4 49.9 25-40 S
TB 26.9 18.1 34.3 2-17 μmol/l
ALT 0.94 2.54 1.97 0.1-0.78 μkat/l
AST 0.98 0.84 1.17 0.1-0.72 μkat/l
GGT 0.36 1.69 1.52 0.14-0.84 μkat/l
TAG 2.96 6.5 2.5 0.68-1.69 mmol/l
LA – 41 35 < 15 μ/ml
aPL IgM – 14 12 < 10 μ/ml
aPL IgG – 75 70 < 10 μ/ml
anti B2GP 1 IgG – 40 43.4 < 10 μ/ml

aPTT – activated partial tromboplastine time, TB – total bilirubin, ALT – alanine aminotransferase, AST – aspartate aminotransfe-
rase, GGT – gamma glutaryl transferase, TAG – triacylglycerol, LA – lupus anticoagulant, aPL – antiphospholipid antibodies, anti 
B2GP 1 – anti-β-2 glycoprotein 1 antibodies, IgM – immunoglobulin M, IgG – immunoglobulin G
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femoral venous thrombosis in our pa-
tient required local thrombolytic the-
rapy, which in fact had a  bilateral 
effect. The final phlebographic picture 
with residual venous stenoses required 
implantation of stents. The literature 
contains case reports documenting 
an increased risk for early thrombosis 
in stents implanted into the coronary 
territory in patients with aPL positi-
vity  [10,14]. Our patient did not de-
velop this complication. This case re-
port illustrates the efficacy and safety 
of this therapeutic modality in APS 
patients.

Long-term therapy as part of secon-
dary prevention of thrombosis in pa
ftients with a combination of venous 
and arterial disease has not been clearly 
defined. In the event of a thromboem-
bolic etiology, patients are scheduled 
for chronic therapy with warfarin with 
a target INR of 2–3. In two prospective 
studies, use of higher doses of warfarin 
did not result in a significant reduction 
of the thromboembolic risk compared 
with a  standard dose  [15,16]. In pa
tients with the APS and cerebrovascu-
lar disease, treatment with aspirin has 
been shown to be as effective as war-
farin in reducing the risk for recurrent 
stroke [17]. Aspirin is also recommen-
ded for prevention of cardiovascular 
events in patients with aPL positivity in 
the presence of SLE [18]. While the ad-
dition of aspirin to warfarin in patients 
with venous thrombosis and overt 
atherosclerosis seems to be a most lo-
gical measure, no data from clinical tri-
als supporting combination therapy in 
APS patients is currently available.

Current guidelines recommend an-
ticoagulation therapy for at least 
12 months. However, a number of au-
thors advocate life-long therapy in pa-
tients without contraindications or at 
high risk for bleeding. The rationale for 
this is the high likelihood of thrombo-
sis recurrence following withdrawal of 
therapy. Prospective data show the risk 
is 50–67 % [18,19]. In our case report, 
recurrent thrombosis was documen-
ted after a 5-day discontinuation pe-

diagnostic tool, possibly alerting the 
physician to the presence of APS. The 
increase in aPTT is due to the binding 
of LA to phospholipids in the reagents 
used for aPTT determination. Thus, 
while not signaling reduced coagulabi-
lity, it does indicate an increased risk 
for thrombosis [10].

The mechanism whereby antiphos-
pholipid antibodies result in throm-
bosis and atherosclerosis acceleration 
is still poorly understood. Phospholi-
pids make an integral part of the cell 
membranes of endothelial cells and 
thrombocytes. It has been shown that 
the main antigenic target of aPL are 
plasma proteins such as B2-glycopro-
tein I, prothrombin, protein C, pro-
tein S, tissue plasminogen activator, 
and a variety of other proteins invol-
ved in the process of coagulation. The 
involvement of aPL in the auto-regu-
lation of hemostatic processes results 
in a  prothrombotic state. The proa-
therosclerotic effect of aPL has been 
suggested to be due to the direct ac-
tion of antibodies on endothelial cells, 
thrombocyte and monocyte mem-
branes leading to upregulation of ad-
hesion molecules, proinf lammatory 
cytokines and local complement acti-
vation. The result is enhanced throm-
bocyte aggregability, impaired f ibri-
nolysis, and inhibition of prostacyclin 
release by endothelial cells. These pro-
cesses eventually lead to endothelial 
dysfunction and atherosclerotic le
sions [11]. Major laboratory predictor 
of the risk for thrombosis is positivity 
of LA, or combination of antiphospho-
lipid antibodies [5,12].

The high susceptibility to thrombo-
tic events of our patient can be explai-
ned by the positivity of all three types 
of aPL (LA, aCL, anti-B2-GPI). Obe-
sity, lipid metabolism, smoking, and 
a  sedentary lifestyle are risk factors 
that surely played an important role 
for atherothrombosis.

Acute treatment of venous throm-
bosis in APS patients is not different 
from patients without this condition. 
The turbulent symptomatology of ilio

flammatory alterations, cirrhosis, or 
intrahepatic vein thrombosis. The exa-
mination included also portal pressure 
measurement, excluding the presence 
of portal hypertension, as suspected 
on the basis of the preceding CT exa-
mination. Because of laboratory tests 
showing signs of liver disease, the an-
ti-hepatocyte antibodies were tested. 
Their negativity ruled out autoimmune 
hepatitis.

The examination repeatedly showed 
high antiphospholipid antibody titers 
(tab. 1) thus supporting the diagnosis 
of antiphospholipid syndrome (APS). 
Laboratory investigations excluded the 
presence of other thrombophilic con-
ditions as well as a systemic autoim-
mune disease such as systemic lupus 
erytematosus (SLE).

Clinical Status
The latest clinical and ultrasound fol-
low-up demonstrated good patency of 
stents in the vena cava inferior and left 
common iliac vein. Both lower limbs 
show no edema or signs of severe ve-
nous hypertension. After 9 months 
of intensive training, the claudication 
distance is currently more than 1 km, 
with the patient no longer limited by 
claudication in his everyday activities.

Discussion
For the diagnosis of antiphospholi-
pid syndrome (APS) to be established, 
the patient has to meet clinical and la-
boratory criteria that were last upda-
ted at the 11th International Congress 
on Antiphospholipid Syndrome held 
in Sydney, Australia, in 2006 [2]. The 
diagnosis is based on the evidence of 
at least one thromboembolic event or 
loss of fetus in women, and antiphos-
pholipid antibody positivity in two 
blood samples obtained at an interval 
of 12 weeks to 5 years. Commonly tes-
ted antiphospholipid antibodies (aPL) 
are lupus anticoagulant (LA), anti- 
-cardiolipin antibodies (aCL), and an-
ti-B2-glycoprotein I (anti-B2-GPI) [9]. 
Our case report confirms that sponta-
neously increased aPTT is yet another 
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to co-administer warfarin and aspirin 
on a long-term basis. Even a short dis-
continuation of therapy within the first 
months of an acute event is associated 
with a high risk of disease recurrence.
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riod of warfarin administration. This 
experience suggests that even a short 
discontinuation of therapy is associa-
ted with some risk.

In many cases, antiphospholipid 
syndrome is associated with symptoms 
of internal organ involvement. Most of 
these symptoms are caused by throm-
bosis or embolism into the venous sys-
tem of the organs, most commonly the 
liver. Antiphospholipid syndrome has 
also been linked to autoimmune hepa-
titis, nodular regenerative hyperplasia, 
liver cirrhosis, and idiopathic portal 
hypertension [3]. All these conditions 
were ruled out in our patient. The mild 
elevation of liver enzymes may have 
been due to hepatic steatosis com-
monly associated with obesity.

Conclusion
Our paper presents the case of recur-
rent venous thrombosis and unusual 
arterial lesions in a  young individual 
with a positivity of aPL due to primary 
APS. In addition to the levels of spe-
cific antibodies, the presence of APS 
may also be signaled by spontaneously 
increased aPTT. This kind of patient 
should receive chronic anticoagulation 
therapy, often in combination with an-
tiplatelet therapy. Our suggestion is 


