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ABSTRACT
Background. There is increasing evi-
dence that lactobacilli, having anti-
inflammatory activity, may be useful in
some diseases, particularly in inflam-
matory bowel disease.
Objectives. We aimed to study the effi-
cacy of lactobacilli lozenges (INER-
SAN®, VSL Pharmaceuticals, USA) in
the management of oral ulcers of
Behçet’s syndrome.
Patients and methods. Twenty-five
patients were studied before, during
and after lactobacillus use. All patients
had mainly skin-mucosa involvement
with fresh oral ulcers and none were
using systemic immunosuppressives.
The patients chewed on 6 lozenges/day
at intervals of 2-3 hours during the
time they were awake for 7 days. The
number of OU before visit 1 and after
1. and 2. weeks after drug use was the
main outcome measure.
Results. Twenty three patients complet-
ed the trial. 1 patient left the trial the
second day because of nausea and
another was a no show at the 2.visit.
There was a significant decrease in the
mean number of ulcers following treat-
ment, more pronounced among the
females, and this decrease continued at
least for 1 week after the treatment was
stopped. 4/23 patients had side effects
with 3 complaining of nausea and 1 of
abdominal fullness.
Conclusions. In this pilot and open
study Lactobacillus brevis CD2
lozenges seemed to be effective in con-
trolling the OU of BS. Randomized,
controlled trials with this seemingly
innocuous agent are now needed.

Introduction
Being the most common manifestation
of Behçet’s Syndrome (BS) oral ulcers
(OU) rarely cause serious morbidity.
Nevertheless they can surely affect
quality of life in many patients. While
the OU of BS can often be controlled

by local measures, many times sys-
temic medications like azathioprine (1)
and thalidomide (2) need to be used.
On the other hand, especially in a
patient with no important disease mani-
festation at any one time during the dis-
ease course other than the oral ulcera-
tion - a rather frequent clinical situation
in endemic areas - a remedy without
the potentially more serious side effects
of the mentioned agents would surely
be welcome.
There is increasing evidence that lacto-
bacilli are able to exert anti-inflamma-
tory action in various diseases, particu-
larly in inflammatory bowel disease
(3). A lactobacillus strain has been
recently characterized (Lactobacillus
brevis CD2, proprietary strain of VSL
Pharmaceuticals, Inc, Fort Lauderdale,
FL, USA), which is endowed with a
high activity of arginine deaminase (4).
This enzyme acts on arginine, converts
it to ammonia and citrulline and thus
downregulates its conversion to nitric
oxide, a major endogenous pro-inflam-
matory mediator.
A PubMed search revealed that chew-
ing lactobacillus lozenges had been
reported as beneficial idiopathic recur-
rent oral ulceration (ROU) in 1965 (5).
It was interesting to note that no further
studies were done in the ensuing 40
years.
In this open and pilot study, we studied
the efficacy of lactobacilli lozenges in
the management of OU of BS.

Methods
We have tested the efficacy of Lacto-
bacillus brevis CD2 lozenges (INER-
SAN® VSL Pharmaceuticals Inc.,
Gaithersburg, MD, USA) in OU among
25 consecutive patients with BS, all
attending the multidisciplinary BS out-
patient clinic of Cerrahpasa Hospital of
University of Istanbul. To facilitate the
return visits, the patients were chosen
among those living in Istanbul. All had

Lactobacilli lozenges in the management of oral ulcers of
Behçet’s syndrome

L. Tasli1, C. Mat2, C. De Simone3,, H. Yazici4



L
ac

to
ba

ci
lli

lo
ze

ng
es

fo
r

or
al

ul
ce

rs
of

B
S

/L
.T

as
li

et
al

.

S-
84

m
ai

nl
y

sk
in

-m
uc

os
a

in
vo

lv
em

en
t

w
ith

O
U

,a
ge

≥
18

,n
on

e
w

as
us

in
g

sy
st

em
ic

im
m

un
os

up
pr

es
sa

nt
s,

sy
st

em
ic

an
tib

i-
ot

ic
an

d
to

pi
ca

l
m

ed
ic

at
io

ns
.

T
he

y
w

er
e

to
be

ex
cl

ud
ed

fr
om

th
e

st
ud

y
if

su
ch

m
ed

ic
at

io
n

ha
d

to
be

st
ar

te
d

du
r-

in
g

th
e

tr
ia

l.
T

he
pa

tie
nt

s
w

er
e

in
fo

rm
-

ed
ab

ou
t

th
e

po
ss

ib
le

si
de

ef
fe

ct
s

lik
e

na
us

ea
,

vo
m

iti
ng

an
d

ab
do

m
in

al
fu

ll-
ne

ss
.

T
he

nu
m

be
r

of
O

U
w

er
e

co
un

te
d

im
-

m
ed

ia
te

ly
be

fo
re

(1
st

vi
si

t)
an

d
af

te
r

1
w

ee
k’

s
(2

nd
vi

si
t)

lo
ze

ng
e

us
e.

T
he

pa
-

tie
nt

s
ch

ew
ed

6
lo

ze
ng

es
/d

ay
at

in
te

r-
va

ls
of

2-
3

ho
ur

s
w

hi
le

th
ey

w
er

e
aw

ak
e

fo
r7

da
ys

.A
ll

pa
tie

nt
s

w
er

e
al

so
se

en
on

ce
m

or
e

1
w

ee
k

af
te

r
co

m
pl

e-
tio

n
of

th
e

st
ud

y
(3

rd
vi

si
t)

an
d

ag
ai

n
th

e
O

U
w

er
e

co
un

te
d.

In
or

de
r

to
pu

t
ou

r
re

su
lts

in
a

be
tte

r
pe

rs
pe

ct
iv

e,
af

te
r

th
e

tr
ia

l
w

as
fi

ni
sh

ed
an

d
w

e
an

al
yz

ed
ou

r
re

su
lts

,
w

e
al

so
pr

os
pe

ct
iv

el
y

lo
ok

ed
at

th
e

fa
te

of
O

U
ul

ce
ra

tio
ns

am
on

g
a

sm
al

l
gr

ou
p

of
10

vo
lu

nt
ee

r
pa

ti
en

ts
w

it
h

B
S

w
it

h
th

e
sa

m
e

di
se

as
e

sp
ec

if
ic

at
io

ns
at

th
e

tim
e

of
en

tr
y

in
to

th
e

fo
rm

al
st

ud
y.

T
he

se
pa

-
tie

nt
s

di
d

no
t

re
ce

iv
e

la
ct

ob
ac

il
lu

s
ta

-
bl

et
s

bu
tu

se
d

lo
ca

lm
ea

su
re

s
if

ne
ed

ed
.

T
he

st
ud

y
pr

ot
oc

ol
w

as
ap

pr
ov

ed
by

th
e

lo
ca

l
et

hi
cs

co
m

m
itt

ee
of

th
e

C
er

-
ra

hp
as

a
H

os
pi

ta
l

an
d

al
l

pa
tie

nt
s

ga
ve

w
ri

tte
n

in
fo

rm
ed

co
ns

en
t.

R
es

ul
ts

O
ut

of
th

e
25

pa
tie

nt
s

(1
1

m
al

es
,1

4
fe

-
m

al
es

,m
ea

n
ag

e
35

.2
±

8.
9

SD
ye

ar
s)

,
23

(9
m

al
e,

14
fe

m
al

e)
co

m
pl

et
ed

th
e

tr
ia

l.
Tw

o
m

al
e

pa
tie

nt
s

co
ul

d
no

tc
om

-
pl

et
e

th
e

st
ud

y.
F

ir
st

pa
ti

en
t

le
ft

th
e

tr
ia

lo
n

th
e

se
co

nd
da

y
be

ca
us

e
of

na
u-

se
a

an
d

an
ot

he
r

pa
tie

nt
w

as
a

no
sh

ow
at

th
e

2n
d

vi
si

t.
Fo

ur
ou

to
f

23
pa

tie
nt

s
ha

d
si

de
ef

fe
ct

s.
T

hr
ee

pa
tie

nt
s

co
m

-
pl

ai
ne

d
of

na
us

ea
an

d
1

pa
ti

en
t

of
ab

do
m

in
al

fu
lln

es
s.

Ta
bl

e
I

sh
ow

s
th

e
nu

m
be

r
of

O
U

,
al

l
m

in
or

ul
ce

rs
(6

),
co

un
te

d
at

ea
ch

vi
si

t
in

ea
ch

pa
ti

en
t.

A
n

an
al

ys
is

by
th

e
W

ilc
ox

on
si

gn
ed

ra
nk

s
te

st
sh

ow
ed

th
at

th
er

e
w

as
a

si
gn

if
ic

an
t

de
cr

ea
se

in
th

e
nu

m
be

r
of

or
al

ul
ce

rs
bo

th
at

th
e

en
d

of
th

e
1s

tw
ee

k
(p

=
0.

02
3)

an
d

at
th

e
en

d
of

th
e

2n
d

w
ee

k
(p

=
0.

00
1)

.
In

th
is

in
te

nt
io

n
to

tr
ea

t
an

al
ys

is
,

th
e

gr
ea

te
st

nu
m

be
r

of
ul

ce
rs

ob
se

rv
ed

am
on

g
th

e
pa

tie
nt

s
st

ill
in

th
e

tr
ia

lf
or

vi
si

ta
m

on
g

th
e

pa
tie

nt
s

of
sa

m
e

ge
nd

er
,

w
as

as
-

si
gn

ed
to

th
e

m
is

si
ng

ul
ce

rs
in

th
e

2
dr

op
-o

ut
s

(p
at

ie
nt

s
24

an
d

25
).

Se
pa

-
ra

te
an

al
ys

es
fo

r
m

al
es

an
d

fe
m

al
es

,
ag

ai
n

w
ith

th
e

W
ilc

ox
on

si
gn

ed
ra

nk
te

st
s,

sh
ow

ed
th

at
th

is
de

cr
ea

se
w

as
m

or
e

pr
on

ou
nc

ed
am

on
g

th
e

fe
m

al
es

(T
ab

le
II

).

D
is

cu
ss

io
n

In
th

is
pi

lo
t

st
ud

y
L

ac
to

ba
ci

ll
us

br
ev

is
C

D
2

lo
ze

ng
es

se
em

ed
to

be
ra

th
er

ef
fe

ct
iv

e
in

co
nt

ro
lli

ng
th

e
O

U
of

B
S.

Si
m

ila
rt

o
ou

rp
re

vi
ou

s
ex

pe
ri

en
ce

w
ith

co
lc

hi
ci

ne
(1

4)
,

de
po

t-
st

er
oi

ds
(2

1)
,

fe
-

m
al

es
sh

ow
ed

m
or

e
te

nd
en

cy
fo

r
im

-
pr

ov
em

en
tw

ith
th

is
ag

en
t,

as
w

el
lp

er
-

ha
ps

re
fl

ec
tin

g
m

or
e

re
si

st
an

t
di

se
as

e
am

on
g

th
e

m
al

es
,i

n
ge

ne
ra

la
m

on
g

th
e

B
eh

çe
t

pa
tie

nt
s

(8
-1

1)
.W

e
ne

ed
to

un
-

de
rl

in
e

ho
w

ev
er

th
is

w
as

an
op

en
st

ud
y

am
on

g
a

li
m

it
ed

nu
m

be
r

of
pa

ti
en

ts
an

d,
as

in
an

y
un

co
nt

ro
lle

d
st

ud
y,

th
e

bi
as

es
,

su
ch

as
th

e
re

gr
es

si
on

to
th

e
m

ea
n

ef
fe

ct
,

co
ul

d
ha

ve
af

fe
ct

ed
ou

r
re

su
lts

.

Ta
bl

e
I.

D
em

og
ra

ph
ic

da
ta

of
ou

r
pa

tie
nt

po
pu

la
tio

n
an

d
th

e
nu

m
be

r
of

or
al

ul
ce

ra
tio

n
be

fo
re

tr
ea

tm
en

t,
at

th
e

en
d

of
th

e
tr

ea
tm

en
ta

nd
af

te
r

on
e

w
ee

k
of

st
op

pi
ng

th
e

dr
ug

.O
U

:
or

al
ul

ce
rs

.

Pa
tie

nt
Se

x
A

ge
1st

vi
si

t
2nd

vi
si

t
3rd

vi
si

t
N

o
of

O
U

N
o

of
O

U
N

o
of

O
U

1
M

30
6

4
0

2
M

18
1

8
4

3
M

48
1

0
0

4
M

26
7

2
0

5
M

34
9

7
2

6
M

29
3

3
1

7
M

34
2

0
0

8
M

47
10

6
6

9
M

28
3

2
2

10
F

29
5

1
0

11
F

45
4

1
2

12
F

24
6

1
0

13
F

46
2

1
2

14
F

43
4

4
1

15
F

48
2

0
0

16
F

44
1

3
1

17
F

29
4

6
0

18
F

41
9

5
3

19
F

26
3

1
0

20
F

50
4

2
1

21
F

37
4

1
1

22
F

31
2

1
1

23
F

33
2

3
2

24
*

M
28

6
8

6
25

*
M

33
7

8
6

M
ea

n
(r

an
ge

)
4.

6
(1

-1
0)

3.
1

(0
-8

)
**

1.
6

(0
-6

)
**

*
nu

m
be

r
of

O
U

*:
dr

op
ou

ts
;s

co
re

s
re

pl
ac

ed
by

th
e

hi
gh

es
tv

al
ue

ot
he

rw
is

e
ob

se
rv

ed
am

on
g

th
e

sa
m

e
ge

nd
er

fo
r

th
at

vi
si

t;
**

p
=

0.
02

3;
**

*
p

=
0.

00
01

.

Ta
bl

e
II

.O
ra

lu
lc

er
s

am
on

g
th

e
m

al
es

an
d

fe
m

al
es

ta
bu

la
te

d
se

pa
ra

te
ly

.

m
ea

n
nu

m
be

r
of

O
U

(r
an

ge
)

P*
1s

tv
is

it
2n

d
vi

si
t

3r
d

vi
si

t
1s

tv
s

3r
d

vi
si

t
1s

tv
s

2n
d

vi
si

t

M
al

es
n:

11
5.

0
(1

-1
0)

4.
4

(0
-8

)
2.

4
(0

-8
)

0.
32

0.
03

Fe
m

al
es

n:
14

3.
7

(1
-9

)
2.

1
(0

-6
)

1.
0

(0
-3

)4
0.

00
3

0.
00

1

*
W

ilc
ox

on
si

gn
ed

ra
nk

te
st

.



L
ac

to
ba

ci
lli

lo
ze

ng
es

fo
r

or
al

ul
ce

rs
of

B
S

/L
.T

as
li

et
al

.

S-
85

T
he

nu
m

be
r

of
ul

ce
rs

in
in

di
vi

du
al

pa
tie

nt
s

in
th

e
po

st
st

ud
y

co
nt

ro
lg

ro
up

is
gi

ve
n

in
Ta

bl
e

II
I.

T
he

tr
en

d
ob

-
se

rv
ed

in
th

e
fo

rm
al

st
ud

y
gr

ou
p

w
as

no
t

pr
es

en
t

he
re

an
d

th
is

,
w

e
be

lie
ve

,
gi

ve
s

m
or

e
w

ei
gh

t
to

ou
r

fa
vo

ra
bl

e
fi

nd
in

gs
in

th
e

fo
rm

al
st

ud
y.

O
n

th
e

ot
he

r
ha

nd
,c

om
pa

ri
ng

Ta
bl

es
I

an
d

II
I,

th
e

ba
se

lin
e

nu
m

be
rs

fo
r

th
e

or
al

ul
ce

rs
w

er
e

hi
gh

er
in

th
e

po
st

st
ud

y
co

nt
ro

l
gr

ou
p,

po
in

tin
g

to
a

re
gr

es
si

on
to

th
e

m
ea

n
bi

as
.

H
ow

ev
er

a
fo

rm
al

re
gr

es
-

si
on

to
th

e
m

ea
n

an
al

ys
is

(7
)

re
ve

al
ed

th
at

a
su

bs
ta

nt
ia

l
re

gr
es

si
on

to
th

e
m

ea
n

(0
.3

7%
)

w
as

al
so

pr
es

en
t

in
th

e
co

nt
ro

lg
ro

up
,b

ei
ng

0.
54

%
in

th
e

st
ud

y
gr

ou
p.

F
ur

th
er

m
or

e
th

e
st

il
l

lo
w

er
m

ea
n

va
lu

e
of

or
al

ul
ce

rs
at

w
ee

k
2

–
on

e
w

ee
k

af
te

r
st

op
pi

ng
th

e
lo

ze
ng

es
–

su
gg

es
ts

th
at

th
e

ob
se

rv
ed

lo
w

er
in

g
of

th
e

or
al

ul
ce

rs
w

as
pr

ob
ab

ly
re

al
.N

ev
-

er
th

el
es

s
th

es
e

co
ns

id
er

at
io

ns
ca

n
on

ly
be

cl
ar

if
ie

d
w

ith
a

pr
op

er
,

ra
nd

om
iz

ed
co

nt
ro

lle
d

tr
ia

l.
M

an
y

of
ou

r
pa

tie
nt

s
re

po
rt

ed
su

bj
ec

-
tiv

e
re

lie
f

fr
om

ul
ce

r
di

sc
om

fo
rt

w
ith

in
a

fe
w

da
ys

of
th

e
lo

ze
ng

e
us

e.
T

hi
s

ce
r-

ta
in

ly
is

in
lin

e
w

ith
th

e,
ad

m
itt

ed
ly

ra
th

er
in

fo
rm

al
ob

se
rv

at
io

ns
of

R
ap

o-
po

rt
an

d
L

ev
in

e
(5

)
in

th
ei

r
pa

tie
nt

s
w

ith
R

O
U

in
th

ei
r.

It
is

in
te

re
st

in
g

to
no

te
th

at
th

al
id

om
id

e,
an

ot
he

r
ag

en
t

ra
th

er
us

ef
ul

ag
en

t
in

R
O

U
al

so
w

or
ks

in
O

U
of

B
S

(2
),

pe
rh

ap
s

su
gg

es
tin

g
a

co
m

m
on

di
se

as
e

m
ec

ha
ni

sm
.

T
op

ic
al

st
er

oi
ds

w
hi

ch
ad

he
re

or
al

m
uc

os
a

(t
ri

am
ci

no
lo

n
ac

et
in

oi
d

0.
1%

)
us

ua
lly

sh
or

te
n

du
ra

tio
n

of
or

al
ul

ce
rs

an
d

to
pi

ca
l

an
es

th
et

ic
s

(l
ig

no
ca

in
e

ge
l

2%
)

m
ay

he
lp

pa
in

co
nt

ro
l

(1
2)

.
To

pi
-

ca
l

su
cr

al
ph

at
e

su
sp

en
si

on
s

ha
s

al
so

be
en

fo
un

d
to

be
ef

fe
ct

iv
e

in
or

al
ul

ce
rs

in
a

do
ub

le
bl

in
d

st
ud

y(
13

).
To

pi
ca

l
in

te
rf

er
on

al
fa

2a
(1

4)
,

to
pi

ca
l

cy
cl

o-
sp

or
in

e
A

(1
5)

,
to

pi
ca

l
ch

ro
m

ol
yn

ge
l

4%
(1

6)
fo

un
d

in
ef

fe
ct

iv
e

in
pl

ac
eb

o
co

nt
ro

lle
d

do
ub

le
-b

lin
d

st
ud

ie
s.

A
pa

rt
fr

om
th

os
e

lo
ca

l
ag

en
ts

m
an

y
sy

st
em

ic
dr

ug
s

su
ch

as
th

al
id

om
id

e
(1

7)
,

co
lc

hi
ci

ne
(1

8)
,

da
ps

on
e

(1
9)

,
va

ri
ou

s
an

ti
bi

ot
ic

s
[p

en
ic

il
li

n
(2

0)
,

az
it

ro
m

yc
in

(2
1)

],
in

te
rf

er
on

al
fa

2a
(2

2-
24

),
de

po
t-

st
er

oi
ds

(2
5)

ha
s

be
en

in
ve

st
ig

at
ed

in
th

e
tr

ea
tm

en
t

of
m

uc
o-

cu
ta

ne
ou

s
le

si
on

s.
T

ha
lid

om
id

e,
in

te
r-

fe
ro

n
al

fa
2a

,e
ta

ne
rc

ep
t(

26
),

da
ps

on
e,

az
at

hi
op

ri
ne

(2
7)

,
cy

cl
os

po
ri

ne
A

(1
2)

ar
e

us
ef

ul
dr

ug
s

fo
r

th
e

tr
ea

tm
en

t
of

m
uc

oc
ut

an
eo

us
m

an
if

es
ta

tio
ns

of
B

S.
It

is
to

be
un

de
rl

in
ed

th
at

al
l

sy
st

em
ic

re
m

ed
ie

s,
as

ou
tl

in
ed

ab
ov

e
fo

r
O

U
ha

ve
m

or
e

or
le

ss
so

m
e

po
te

nt
ia

l
si

de
ef

fe
ct

s.
T

hi
s

m
ak

es
th

e
ne

ed
fo

r
ra

n-
do

m
iz

ed
,

co
nt

ro
ll

ed
tr

ia
ls

w
it

h
th

is
se

em
in

gl
y

in
no

cu
ou

s
tr

ea
tm

en
t

bo
th

in
O

U
as

so
ci

at
ed

w
ith

B
S

an
d

in
R

O
U

m
or

e
pe

rt
in

en
t.

R
ef

er
en

ce
s

1.
Y

A
Z

IC
I

H
,

PA
Z

A
R

L
I

H
,

B
A

R
N

E
S

C
G

et
al

.:
A

co
nt

ro
lle

d
tr

ia
l

of
az

at
hi

op
ri

ne
in

B
eh

çe
t’s

sy
nd

ro
m

e.
N

E
ng

lJ
M

ed
19

90
;3

22
:2

81
-5

.
2.

H
A

M
U

R
Y

U
D

A
N

V
,

M
A

T
C

,
S

A
IP

S
et

al
.:

T
ha

lid
om

id
e

in
th

e
tr

ea
tm

en
to

f
th

e
m

uc
oc

u-
ta

ne
ou

s
le

si
on

s
of

th
e

B
eh

çe
t’s

sy
nd

ro
m

e.
A

nn
In

te
rn

M
ed

19
98

;1
28

:4
43

-5
0.

3.
FA

M
U

L
A

R
O

G
,M

O
SC

A
L

,M
IN

IS
O

L
A

G
,T

R
IN

-
C

H
IE

R
I

V
,

D
E

S
IM

O
N

E
C

:
P

ro
bi

ot
ic

la
ct

o-
ba

ci
lli

:a
ne

w
pe

rs
pe

ct
iv

e
fo

r
th

e
tr

ea
tm

en
to

f
in

fl
am

m
at

or
y

bo
w

el
di

se
as

e.
C

ur
r

P
ha

rm
D

es
20

03
;9

:1
97

3-
80

.
4.

D
I

M
A

R
Z

IO
L

,
R

U
S

S
O

F
P,

D
’A

L
O

S
et

al
.:

A
po

pt
ot

ic
ef

fe
ct

s
of

se
le

ct
ed

st
ra

in
s

of
la

ct
ic

ac
id

ba
ct

er
ia

on
a

hu
m

an
T

le
uk

em
ia

ce
ll

lin
e

ar
e

as
so

ci
at

ed
w

ith
ba

ct
er

ia
l

ar
gi

ni
ne

de
im

i-
na

se
an

d/
or

sp
hi

ng
om

ye
li

na
se

ac
ti

vi
ti

es
.

N
ut

ri
ti

on
an

d
C

an
ce

r
20

01
;4

0:
18

5-
96

.
5.

R
A

PO
PO

R
T

L
,

L
E

V
IN

E
W

I:
T

re
at

m
en

t
of

or
al

ul
ce

ra
tio

n
w

ith
la

ct
ob

ac
il

lu
s

ta
bl

et
s.

R
ep

or
t

of
fo

rt
y

ca
se

s.
O

ra
l

Su
rg

O
ra

l
M

ed
O

ra
l

P
at

ho
l1

96
5;

59
1-

3.
6.

SC
U

L
LY

C
:T

he
or

al
ca

vi
ty

.I
n

C
H

A
M

PI
O

N
R

H
,

B
U

R
T

O
N

JL
,

B
U

R
N

S
D

A
,

B
R

E
A

T
H

N
A

C
H

SM
(E

ds
.)

:
Te

xt
bo

ok
of

D
er

m
at

ol
og

y.
6th

B
la

ck
-

w
el

lS
ci

en
ce

L
td

:O
xf

or
d,

19
98

:3
06

9-
72

.
7.

ht
tp

:f
ac

ul
ty

.v
as

sa
r.e

du
/lo

w
ry

/c
or

r_
st

at
s.

ht
m

l
8.

Y
A

Z
IC

I
H

,T
U

Z
U

N
Y

,T
A

N
M

A
N

A
B

et
al

.:
M

al
e

pa
tie

nt
s

w
ith

B
eh

çe
t’s

sy
nd

ro
m

e
ha

ve
st

ro
n-

ge
r

pa
th

er
gy

re
ac

tio
ns

.
C

li
n

E
xp

R
he

um
at

ol
19

85
;3

:1
37

-4
1.

9.
Y

A
Z

IC
I

H
,T

U
Z

U
N

Y
,P

A
Z

A
R

L
I

H
et

al
.:

In
fl

u-
en

ce
of

ag
e

of
on

se
t

an
d

pa
tie

nt
’s

se
x

on
th

e
pr

ev
al

en
ce

an
d

se
ve

ri
ty

of
m

an
if

es
ta

tio
ns

of
B

eh
çe

t’s
sy

nd
ro

m
e.

A
nn

R
he

um
D

is
19

84
;

43
:7

83
-9

.
10

.
Y

A
Z

IC
I

H
,B

A
SA

R
A

N
G

,H
A

M
U

R
Y

U
D

A
N

V
et

al
.:

T
he

te
n-

ye
ar

m
or

ta
lit

y
in

B
eh

çe
t’s

sy
n-

dr
om

e.
B

r
J

R
he

um
at

ol
19

96
;3

5:
13

9-
41

.
11

.
K

U
R

A
L

-S
E

Y
A

H
I

E
,

FR
E

SK
O

I,
SE

Y
A

H
I

N
et

al
.:

T
he

lo
ng

-t
er

m
m

or
ta

lit
y

an
d

m
or

bi
di

ty
of

B
eh

çe
t

sy
nd

ro
m

e.
A

2-
de

ca
de

ou
tc

om
e

su
r-

ve
y

of
38

7
pa

tie
nt

s
fo

llo
w

es
at

a
de

di
ca

te
d

ce
nt

er
.M

ed
ic

in
e

20
03

;8
2:

60
-7

6.
12

.
A

L
P

S
O

Y
E

:
B

eh
çe

t’
s

di
se

as
e:

tr
ea

tm
en

t
of

m
uc

oc
ut

an
ou

es
le

si
on

s.
C

li
n

E
xp

R
he

um
at

ol
20

05
;2

3:
53

2-
9.

13
.

A
L

PS
O

Y
E

,
E

R
H

,
D

U
R

U
SO

Y
C

,
Y

IL
M

A
Z

E
:

T
he

us
e

of
su

cr
al

fa
te

su
sp

en
si

on
in

th
e

tr
ea

t-
m

en
to

f
or

al
an

d
ge

ni
ta

lu
lc

er
at

io
n

of
B

eh
çe

t
di

se
as

e:
a

ra
nd

om
iz

ed
,

pl
ac

eb
o-

co
nt

ro
ll

ed
,

do
ub

le
-b

li
nd

st
ud

y.
A

rc
h

D
er

m
at

ol
19

99
;

13
5:

52
9-

32
.

14
.

H
A

M
U

R
Y

U
D

A
N

V
,

Y
U

R
D

A
K

U
L

S
,

R
O

S
E

N
-

K
E

IM
E

R
F,

Y
A

Z
IC

I
H

:
In

ef
fi

ca
cy

of
to

pi
ca

l
al

ph
a

in
te

rf
er

on
in

th
e

tr
ea

tm
en

t
of

or
al

ul
ce

rs
in

B
eh

çe
t’s

sy
nd

ro
m

e.
A

ra
nd

om
iz

ed
do

ub
le

-b
lin

d
tr

ia
l.

B
r

J
R

he
um

at
ol

19
91

;
30

:
39

5-
6.

15
.

E
R

G
U

N
T,

G
U

R
B

U
Z

O
,Y

U
R

D
A

K
U

L
S,

H
A

M
U

-
R

Y
U

D
A

N
V

,
B

E
K

IR
O

G
L

U
N

,
Y

A
Z

IC
I

H
:

To
pi

-
ca

l
cy

cl
os

po
ri

ne
-A

fo
r

tr
ea

tm
en

t
of

or
al

ul
ce

rs
of

B
eh

çe
t’s

sy
nd

ro
m

e.
In

t
J

D
er

m
at

ol
19

97
;3

6:
72

0.
16

.
M

A
T

C
,T

U
Z

U
N

Y
,O

Z
SO

Y
Y

et
al

.:
C

ro
m

ol
yn

ge
l

4%
in

th
e

tr
ea

tm
en

t
of

ge
ni

ta
l

ul
ce

rs
of

B
eh

çe
t’s

di
se

as
e.

In
B

A
N

G
D

.,
L

E
E

E
S,

L
E

E
S.

(E
ds

.)
:

P
ro

ce
ed

in
g

of
th

e
In

te
rn

at
io

na
l

C
on

-
fe

re
nc

e
on

B
eh

çe
t’s

di
se

as
e .

Se
ou

l2
00

0:
90

7.
17

.
H

A
M

U
R

Y
U

D
A

N
V

,M
A

T
C

,S
A

IP
S

el
al

.:
T

ha
-

lid
om

id
e

in
th

e
tr

ea
tm

en
t

of
th

e
m

uc
oc

ut
a-

ne
ou

s
le

si
on

s
of

th
e

B
eh

çe
ts

yn
dr

om
e.

A
ra

n-
do

m
iz

ed
,

do
ub

le
-b

li
nd

,
pl

ac
eb

o-
co

nt
ro

ll
ed

tr
ia

l.
A

nn
In

te
rn

M
ed

19
98

;1
28

:4
43

-5
0.

18
.

Y
U

R
D

A
K

U
L

S,
M

A
T

C
,T

U
Z

U
N

Y
et

al
.:

A
do

u-
bl

e-
bl

in
d

tr
ia

l
of

co
lc

hi
ci

ne
in

B
eh

çe
t’s

sy
n-

dr
om

e.
A

rt
hr

it
is

R
he

um
.2

00
1;

44
:2

68
6-

92
.

19
.

SH
A

R
Q

U
IE

K
E

,N
A

JI
M

R
A

,A
B

U
-R

A
G

H
IF

A
R

:
D

ap
so

ne
in

B
eh

çe
t’s

di
se

as
e:

a
do

ub
le

-b
lin

d,
pl

ac
eb

o-
co

nt
ro

lle
d,

cr
os

s-
ov

er
st

ud
y.

J
D

er
-

m
at

ol
20

02
;2

9:
26

7-
79

.
20

.
C

A
L

G
U

N
E

R
I

M
,E

R
T

E
N

L
I

I,
K

IR
A

Z
S,

E
R

M
A

N
M

,C
E

L
IK

I:
E

ff
ec

to
f

pr
op

hy
la

ct
ic

be
nz

at
hi

ne
pe

ni
ci

ll
in

on
m

uc
oc

ut
an

eo
us

sy
m

pt
om

s
of

B
eh

çe
t’

s
di

se
as

e.
D

er
m

at
ol

og
y

19
96

;
19

2:
12

5-
8.

Ta
bl

e
II

I.
T

he
nu

m
be

r
of

ul
ce

rs
in

in
di

vi
du

al
pa

tie
nt

s
in

B
S

pa
tie

nt
s

w
ho

di
d

no
t

re
ce

iv
e

lo
se

ng
es

at
th

e
be

gi
nn

in
g,

on
e

w
ee

k
an

d
tw

o
w

ee
k

la
te

r.

N
um

be
r

of
O

U
Pa

tie
nt

nu
m

be
r

Se
x

1st
vi

si
t

2nd
vi

si
t

3rd
vi

si
t

1
M

1
1

1

2
M

3
4

5

3
M

1
1

1

4
F

3
3

3

5
F

2
1

2

6
M

2
1

2

7
M

2
1

2

8
F

2
4

4

9
F

3
3

1

10
M

2
0

1

M
ea

n
nu

m
be

r
of

O
U

2.
1

1.
9

2.
2



L
ac

to
ba

ci
lli

lo
ze

ng
es

fo
r

or
al

ul
ce

rs
of

B
S

/L
.T

as
li

et
al

.

S-
86

21
.

M
U

M
C

U
G

,E
R

G
U

N
T,

E
L

B
IR

Y
et

al
.:

C
lin

ic
al

an
d

im
m

un
ol

og
ic

al
ef

fe
ct

s
of

az
ith

ro
m

yc
in

in
B

eh
çe

t’s
di

se
as

e.
J

O
ra

lP
at

ho
lM

ed
20

05
;

34
:1

3-
16

.
22

.
Z

O
U

B
O

U
L

IS
C

C
,

O
R

FA
N

O
S

C
E

:
T

re
at

m
en

t
of

A
da

m
an

tia
de

s-
B

eh
çe

t
di

se
as

e
w

ith
sy

st
em

ic
in

te
rf

er
on

al
fa

.
A

rc
h

D
er

m
at

ol
19

98
;

13
4:

10
10

-6
.

23
.

A
Z

IZ
L

E
R

L
IG

,S
A

R
IC

A
R

,K
O

SE
A

et
al

.:
In

te
r-

fe
ro

n
al

fa
-2

a
in

th
e

tr
ea

tm
en

to
f

B
eh

çe
t’s

di
s-

ea
se

.D
er

m
at

ol
og

y
19

96
;1

92
:2

39
-4

1.
24

.
A

L
PS

O
Y

E
,

D
U

R
U

SO
Y

C
,

Y
IL

M
A

Z
E

et
al

.:
In

te
rf

er
on

al
fa

-2
a

in
th

e
tr

ea
tm

en
to

f
B

eh
çe

t-
di

se
as

e:
a

ra
nd

om
iz

ed
pl

ac
eb

o-
co

nt
ro

ll
ed

an
d

do
ub

le
-b

lin
d

st
ud

y.
A

rc
h

D
er

m
at

ol
20

02
;

13
8:

46
7-

71
.

25
.

M
A

T
C

,Y
U

R
D

A
K

U
L

S,
U

Y
SA

L
S

et
al

.:
A

do
u-

bl
e

bl
in

d
tr

ia
l

of
de

po
t-

co
rt

ic
os

te
ro

id
s

in

B
eh

çe
t’

s
sy

nd
ro

m
e.

R
he

um
at

ol
og

y
O

xf
or

d
20

06
;4

5:
34

8-
52

.
26

.
M

E
L

IK
O

G
L

U
M

,
F

R
E

S
K

O
I,

M
A

T
C

et
al

.:
Sh

or
t-

te
rm

tr
ia

lo
f

et
an

er
ce

pt
in

B
eh

çe
t’s

di
s-

ea
se

:
a

do
ub

le
bl

in
d,

pl
ac

eb
o

co
nt

ro
ll

ed
st

ud
y.

J
R

he
um

at
ol

20
05

;3
2:

98
-1

05
.

27
.

Y
A

Z
IC

I
H

,
PA

Z
A

R
L

I
H

,
B

A
R

N
E

S
C

G
et

al
.:

A
co

nt
ro

lle
d

tr
ia

l
of

az
at

hi
op

ri
ne

in
B

eh
çe

t’s
sy

nd
ro

m
e.

N
E

ng
lJ

M
ed

19
90

;3
22

:2
81

-5
.




