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THROMBOPHLEBITIS 

A Cardinal Symptom of Beh(:et's Syndrome 
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Abstract. Sixteen (44.4 %) of 36 cases of Behc;et's syndrome 
revealed involvement of veins. 13 presented superficial 
thrombophlebitis, mainly of lowcr cxtremities, 3 supcrficial 
migrating thrombophlebitis and 3 had involvement of 
superior or inferior vena ca val veins. In 11 patients the fibri­
nolytic activity was investigated. 5 patients revealed marked 
elevation of fibrinogen leve! and 3 had a significant prolonga­
tion of euglobulin-lysis lime. It is suggested that venous 
involvement isa cardinal symptom in Behcet's syndrome and 
that fibrinolytic enhancement therapy may play a part in 
its control. 

The triad of recurrent aphthous stomatitis, uve1t1s 
and genital ulceration constitutes the fundamental 
features of the syndrome described by Behi;et (8). 

Recent publications, however, have stressed the 
relative frequency of a variety of other symptom­
atology (2, I 1). In 1966, an aoalysis of our first 11 
cases of the disease revealed that after genito-oral 
ulceration, the venous involvemeot was most com­
mon and occurred more frequently than the ophthal­
mological manifestations (12). Subsequent cases have 
further confirmed this observation (I 3, J 4). 

The purpose of our present paper is to review the 
incidence of venous involvement as revealed in 36 
cases with Behcet's syndrome observed in our 
department, to describe briefly their clinical features 
and to discuss the possible etiological factors. 

METHOD 

All patients were hospitalized and have since then remained 
under our observation. The diagnosis of these cases was 
based upon the presence of al least 2 of the cardinal and I 
of the other symptoms recognized as part of the disease 
picture. The rccurrcnt nature of symptoms and the hyper­
reactivity of the skln "pathergy" (17) have also becn taken 
into consideration in establishing the diagnosis. In 11 
patients, 5 with and 6 without venous lesions, the fibrinolytic 
activity was measured by euglobulin-lysis time (3) and in 
addition fibrinogen and fibrinogen split products were 

estimated by the tanned red cell inhibition technique of 
Merskey (I 8). 

RESULTS 

There were 30 male and 6 female patients in the 
range 17 to 54 years. The average age of onset of 
their disease was 23.4 years. Twenty-three of the 
36 have been under our observation from 7 to 20 
years. The follow-up period of the remaining 13 does 
not exceed the 5-year period. Twenty-one patients were 
bom in Israel, 4 in Iraq, 4 in Morocco, 3 in Bulgaria 
and I in each of the following countries: Turkey, 
Egypt, Congo-Brazaville and Poland. 

The various manifestations of their disease in 
the order of their frequency are shown in Table I. 

All patients with involvement of veins were males. 

Thirteen of the 16 suffered from recurrent superficial 
thrombophlebitis of the lower extremities, 3 showed 
migrating thrombophlebitis of the upper and lowei: 
extremities. Tn 1 of the latter the venous lesion 
preceded the rnucocutaneous symptoms by 6 months. 
In addition to superficial thrombophlebitis 3 patients 
revealed involvement of the caval veins. The 
first developt!d occlusion of the lower third of the 
inferior caval and of the right iliac veins. Tn the 
second thei:e was thrombosis of the superior vena 
cava and of the right subclavian veins. The third 
presented at first an occlusion of the lower third 
of the inferior vena cava and I O years later he also 

developed thrombosis of the superior vena caval, 

the right subclavian and of the right axillary veins. 

The results of fibrinolytic activity as revealed in 
11 patients thus investigated are given in Table 11. 
The fibrinogen was appreciably elevated in 5

patients, 3 of whom had venous involvement. Two 
patients with a history of venous lesions, however, 
had normal fibrinogen levels. The euglobulin lysis 
time was significantly prolonged in 3 patients, 2 
with venous disease. Jn another 2 cases of venous 
involvement, the lysis time was at the upper limit 

of normal. 1n only 1 patient was the leve! of fibri­
nogen degradation products elevated. 
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Table I. Manifestmions in the Order oj their Fre- normality of the hemostatic mechanism has been
quency demonstrated (16). Accordingly there is Iittle to

•o. of
Symptom cases

Aphthous stomatitis 36 
Ulceration of genitals 34 
lnvolvcment of veins I 6 

Ocular symptoms 12 
Erythema nodosum-like lesion 11 
Postular lesions & furunculosis 11 
Joint pathology I 0 
Central nervous system 3 
Orchitis 3 
Gastro-intestinal 3 
Epididymitis, lymphadenopathy. headachc and 
disturbanccs in 2 cases each (5.5 ''0 ) 

DJSCUSSION 

. 
,0 

100 
94.4 
44.4 
33.3 
30.5 
30.5 
26 
8.3 
8.3 
8.3 

mental 

The average reported incidence of venous involve­
ment in cases with Beh9et's syndrome is 25 °(, (4, 8, 
10, 21). ln our series, howevcr, this incidence is 
higher and n1ore frequent than the ophthalmological 
manifestations, 44.4 °'o as compared with 33.3 %. 

As early as 1965, Pallis (22) commented that 

thrombophJebitis is perhaps a more frequent third 
component of the syndrome than ocular symptoms. 

1n 1966, Mounscy (19) proposed a muco-cutancous 

thrombophlebitic form in the spectrum of the 

disease in order lo emphasize the importance of the 
Jatter component. 

The pathogenesis of this occlusive venous process 
is still somewhat obscure. Stasis does not appear 
lo be a relevant conlriburory factor and no ab-

Table IT. Results of Fibrinolytic Activity 

No. Age Vcnous complications 

43 
2 36 

3 25 
4 28 Calf vein thrombosis 
5 21 
6 17 
7 48 
8 22 Saphcnous vein thrombosis 
9 52 Recurrent thrombophlcbitis 

Calf vein thrombosis 
10 44 Superior vena cava thrombosis 
Il 53 I nferior vcna cava thrombosis 

a Normal range 200-400. 
� Normal range 3-4 hours. 
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support the concept of hypercoagulable state. It
remains likely that changes in the venous endo­

thelium predispose 10 the local thrombus formation.
In support of this concept is the finding of inflam­
matory changcs in the veins as well as in the arteries,
as demonstrated histologically (9, JO, I 5, 20, 21 ).

Indeed, veins and arteries of all sizes have been
reported to havc been involved in lhe disease.

Hyperfibrinogenemia was a not-uncommon find­
ing in our series. However, elevated fibrinogen is a 
frequent finding in any inflammatory disease. It is 
there[ore not thought to be a contributory factor 
in thc thrombotic diathesis. Of considerable interest 
is the finding of impaired fibrinolytic activity in 

3 out or 11 patients studied, 2 of whom presented 
with thrombosis. A further 6 patients had an 
euglobulin-lysis time at the upper limit of normal. 

The underlying pathology of Behcet's syndrome 
is vasculitis. A decreased blood fibrinolytic activity 
has been reported in patients with cutaneous vas­
culitis (6, 7). Although venous endothelium is a 

major source of plasminogen activator production, 
it is unlikely that lhe reduced fibrinolytic activity is 
the result of venous occlusion-on the conlrary­
recurrent venous occlusion may be enhanced or 

perhaps induced by decreased fibrinolysis (5). 

We may therefore conclude that affliction of 
veins rnay be considered as a cardinal symptom in 
Bchcet's syndrome and that fibrinolytic enhance­
ment therapy may play a part in the control of 
vascular manifestations of this disease. 

Euglobulin lysis 
Fibrinogen timc 
(mg/100 mlt (hoursl F.D.P. (11g/ml)

258 3 hours 2.12 
475 3.30 min 1.06 
348 I hour 50 min < 10 
321 2 hours 10 min 2.12 
333 3 hours 
3 I I 3 ho urs I 0 min 

I 252 7 hours 50 min 2.12 
377 3 hours 55 min < 1.06 

977 5 hours 5 min 33.92 

692 6 hours 10 min 4.24 
I 280 4 hours 2.12 
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