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We agree with these authors that the small volume of
synovial fluid, the low leucocyte counts, the rapidity of accu-
mulation, and the transient nature of the effusion support a
pathogenic mechanism related to fluid shifts across the
synovial vasculature. Although glucocorticoids are known to
exert a membrane stabilising effect, our patient’s fluid lost its
own characteristics (colour, cells, chemical properties) and
became similar to plasma as if it had been subjected to
increased synovial capillary intravascular pressure. Synovial
tissue permeability is markedly affected by increased vascular
forces, which alter filtration pressure and synovial fluid pro-
duction. Bertone et al showed, in an animal study, an increase
in trans-synovial fluid flow associated with an increase in
arterial and venous pressure.® Raised arterial pressure, which
is a side effect of high dose corticosteroid treatment, and low
oncotic pressure due to a low protein plasma concentration in
a nephrotic patient, can increase the trans-synovial fluid
flow at a lower arterial pressure than normal. This rare side
effect of high dose corticosteroid treatment should not be
forgotten.
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Effects of interferon a treatment on the clinical course of
refractory Behcet's disease: an open study

M Calgineri, M A Oztirk, i Ertenli, S Kiraz, S Apras, Z Ozbalkan

nterferon a (IFNa) has recently been introduced in the

treatment of uveitis, mucocutaneous lesions, and arthritis of

Behget's disease (BD)."® To our knowledge, there is
currently no clinical trial which has evaluated the efficacy of
IFNa treatment in the vascular or neurological involvement in
BD. In this open study we evaluated the efficacy, toxicity, and
tolerability of IFNa in the management of BD with ocular,
articular, vascular, or neurological manifestations which had
previously been unsuccessfully treated conventionally.

PATIENTS AND METHODS
A total of 29 patients (17 men, 12 women; mean age 33.2
months, range 16-51) who were resistant to conventional
treatments were treated with systemic IFNa. Previous
conventional treatments had been colchicine, aspirin, and
penicillin plus sulfasalazine for patients with arthritis; or col-
chicine, aspirin, and penicillin plus steroids and/or immuno-
suppressive agents, azathioprine, cyclosporin A, or cyclophos-
phamide for ocular, vascular, and/or neurological involvement.
The mean duration of the disease was 8.86 years (range 1-30).
Four patients were excluded from the statistical analysis
because of the short duration of treatment (<4 months).
Seventeen patients had ocular inflammation. Eleven pa-
tients had arthritis. Ten patients had vascular disease
(aneurisms in the internal cerebral and ophthalmic arteries;
thrombosis of popliteal veins and left anterior descending cor-
onary artery causing myocardial infarction; organised throm-
bus in superior and inferior caval, iliac, and femoral veins
causing intractable ascites; thrombophlebitis; thromboses of
internal jugular vein and sigmoid sinus; thrombosis of
pulmonary arteries together with intracardiac thrombus in
the right ventricle; thrombosis of popliteal vein and ulcerated
erythema nodosum; thrombosis of deep veins of the lower
extremities only; thromboses of superior vena cava, jugular,
and brachiocephalic veins; and thrombosis of sagittal sinus).
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Four patients had parenchymal neurological complications
which were diagnosed with physical examination and
magnetic resonance imaging.

All patients were treated with colchicine 1.5 mg/day orally
in three divided doses, aspirin 80 mg/day, and intramuscular
benzathine penicillin 1.2 million units every three weeks.
Thrombotic occlusions were also treated with anticoagulant
agents. Cyclophosphamide was continued together with IFNa
in one patient with neurological and vascular disease.

The patients were followed up regularly every 3—6 months.
The IFNa dose was 5 million units subcutaneously three times
a week, and this was tapered to 3 million units three times a
week after 6-9 months as clinical response was achieved. The
dose intervals were then gradually increased. The dose of
IFNa was increased to 10 million units in one patient because
of a lack of response.

Data were evaluated according to the following criteria:
complete remission, disappearance of all manifestations
during treatment; partial remission, >50% decrease in the
number, severity, duration, and/or frequency of recurrence of
the lesions; stable disease, <50% change in the manifesta-
tions; and progressive disease, >50% deterioration of existing
manifestations or/and the development of new ones.”

The visual acuity of two patients had deteriorated severely
before they were admitted to our clinic. The IFNa treatment
prevented new relapses, and, moreover, after the treatment
both patients regained a satisfactory visual acuity which was
sufficient for the maintenance of daily activities. Another
patient had had intractable ascites due to the organised
thrombus in the superior and inferior caval, iliac, and femoral
veins. Anticoagulation plus IFNa reduced the amount of
ascitic fluid without additional vascular event and improved
the general clinical condition of the patient. Those three
patients were classified as “remission with sequela”.
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Table 1 Response rates for the distinct forms of clinical manifestations in our
patients with Behget’s disease. Results are shown as No (%)

Complete Remission with Progressive
Type of clinical manifestation ~ remission sequela Partial response disease
Uveitis 13/17 (76) 2/17 (12) 1/17 (6) 1/17 (6)
Avrthritis 11/11 (100)
Vascular disease 9/10 (90) 1/10 (10)
Neurological disease 4/4 (100)

RESULTS

The mean duration of IFNa treatment was 22.2 months
(range 5-72). The overall response rate was 96% (24/25). Table
1 shows the response rates for the distinct forms of clinical
manifestations.

Flu-like symptoms were recorded in eight patients. Serum
transaminase levels were reversibly raised in two patients.
Although no patient had to discontinue IFNa, the dose was
reduced to 3 million units three times a week in one patient
because of intolerance.

DISCUSSION
IFNa has previously been given in the treatment of BD with
mucocutaneous, articular, and/or ophthalmological

manifestations."* Zouboulis and Orfanos extensively reviewed
144 patients with BD who were treated with IFNa.” Seventy
four per cent (92/124) of these patients with mucocutaneous
manifestations, 95% (37/39) with uveitis, and 93% (51/55)
with arthropathy/arthritis showed a partial or complete
response. We found similar response rates for uveitis (16/17,
94%) and arthritis (11/11, 100%) .

Although the therapeutic potential of IFNa in BD with vas-
cular or neurological involvement has not been previously
investigated, there are some anecdotal reports. In one study
treatment with IFNa resulted in complete remission of ocular
vasculitis with reperfusion of most of the occluded vessels.?
One patient with BD with gastrointestinal vasculitis® and two
patients with superficial thrombophlebitis improved after
IFNa treatment."” Two patients with neuro-BD were reported
to be responsive to treatment with IFNa.'* In our study, IFNa
produced remission in all patients with neurological or vascu-
lar disease (table 1), and, moreover, no recurrence or major
toxicity was seen during the long term follow up.

There is no consensus on the dose of IFNa which should be
used for the treatment of BD. In most trials the dose ranged
between 3 and 9 million units daily or three times a week."”
The risk of IFNa related retinopathy and splinter haemor-
rhages is increased at high doses.'” Moreover, relatively low
doses were found to be as effective as the high IFNa doses,
with fewer side effects.* Therefore, we started the treatment
with 5 million units three times a week. The duration of IFNa
treatment is also controversial. Most studies have used the
drug for a 3-6 month course, although shorter and longer
treatments have also been reported.'” Recurrences have been
reported in a number of patients when treatment was

stopped.'” Accordingly, we continued the IFNa treatment
with dose tapering and later increasing the intervals between
doses. Evaluation of response to any treatment including IFNa
is complicated and is usually based on the clinical features of
BD. Therefore some of the criteria mentioned in the
manuscript remain subjective. However, the results of this
open study suggest that IFNa may be an effective, safe, and
well tolerated therapeutic alternative in BD where sight or life
is threatened. Controlled studies are needed to elucidate its
possible role as a first line agent in BD and its optimal thera-
peutic dosage and duration of treatment.
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