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The treatment of Behçet’s syndrome
(BS) is directed by the type and severi-
ty of symptoms. Elderly patients and
females have a generally mild disease
course while both mortality and mor-
bidity related to eye, vascular and neu-
rological diseases are increased among
the young and the males (1); the ratio-
nale of more aggressive therapy in this
group. I critically review only the 12
double-blind, randomized controlled
systemic drug trials, excluding those
with topical agents, in a historical per-
spective (Table I).
Transfer factor against placebo was the
first controlled study (2). Results with
transfer factor and then acyclovir (4)
were not beneficial suggesting that im-
munologic disturbances and herpes
simplex virus infection were not opera-
tive in the pathogenesis. However, in
both of these crossover trials, durations
were short (6 and 3 months, respective-
ly) and the number of patients were li-
mited (n = 20 and n = 22, respectively).
Furthermore they mainly had mucocu-
taneous lesions. The patients were also
older (mean age 43, range: 18 - 55) and
were predominantly females in the acy-
clovir study.
Earlier open studies had claimed that
colchicine in BS was beneficial for
every lesion. However, in 1980 our
group completed the first controlled
drug study with colchicine against pla-
cebo in a double blind manner (to the
best of our knowledge, the first double-
blind study of any kind in Turkey)
among 35 patients, in mainly males for
6 months (3). This trial showed that
colchicine was useful only for erythe-
ma nodosum and arhtralgia. As males
have more severe disease than females,
we were able to do a 2 year placebo
controlled study with colchicine among
both genders 21 years later (9). The
study patients were young (18 - 35
years), the disease duration was short
(≤ 2 years), and all had active mucocu-

taneous lesions, defined as the mini-
mum presence of oral or genital ulcers
or erythema nodosum occurring at least
three times within the preceding six
months. When analyzed separately for
each sex, colchicine 1-2 mg/day was
found to be useful for genital ulcers,
erythema nodosum, and arthritis am-
ong women but only for arthritis
among men.
Cyclosporin 10 mg/kg versus colchi-
cine 1 mg was investigated in 96 pa-
tients with at least 2 ocular attacks
within the preceding 16 weeks for 16
weeks and a visual acuity of 20/40 or
less (5). It was reported that cyclospo-
rin was more effective for reducing the
frequency and severity of ocular at-
tacks, and that it improved visual acu-
ity compared with colchicine. Cyclo-
sporin decreased the mucocutaneous
lesions such as aphthous ulcers, dermal
lesions, and genital ulcers as well. Nei-
ther patient’s characteristics such as
mean age, sex distribution, and disease
duration at entry nor the mean numbers
of ocular attacks and mucocutaneous
lesions throughout the study were giv-
en. Furthermore, colchicine resistant
patients were probably randomized
again. At this dosage of cyclosporin (10
mg), hirsutism and renal dysfunction (n
= 23 vs n = 2 and n = 11 vs n = 2, p <
0.05 for both) were the main side ef-
fects compared to colchicine. There-
fore, it is contemporarily used at 5
mg/kg. Cyclosporin acts promptly and
is beneficial for sight threatening and
progressive uveitis, especially with re-
tinal vasculitis. However, close moni-
toring is required for hypertension, ne-
phrotoxicity, and neurotoxicity even at
this dose.
Azathioprine 2.5 mg/kg/day, was stud-
ied for eye and mucocutaneous lesions
(6). Only male patients were included
in the study. The study groups were a)
patients without eye involvement, dis-
ease duration ≤ 2 years, and aged < 40
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