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ABSTRACT
Introduction. In 1985, Firestein et al.
described 5 patients with relapsing
polychondritis and Behçet’s disease
(BD) and proposed the term “MAGIC”
syndrome as an acronym for “Mouth
and Genital ulcers with Inflamed Carti-
lage”. We report on an additional case
of this syndrome and critically review
the literature. 
Results. From 1985 to 2004 eleven
cases of MAGIC syndrome were des-
cribed. All patients had chondritis and
oral aphthous ulcers, as well as ocular
inflammation (mainly anterior uveitis
or scleritis/episcleritis). Most patients
also presented with genital ulcers and
arthritis. In one case, aortic aneurysm,
in another aortic insufficiency was
described, one had meningoencephali-
tis, one had antiphospholipid syndrome
and one was HIV positive. Before 1985,
we could find 4 additional probable
cases. Our own patient presented with
oral and genital ulcers, auricular chon-
dritis and episcleritis. HLA-typing was
performed and revealed HLA-B*51,
B*15, DRB1*04x and DRB1*11x. Only
in one Japanese patient from the litera-
ture, HLA-typing was available and re-
vealed HLA-B*56, B*62, DRB1*0406
and DRB1*0901.
Conclusions. Relapsing polychondritis
is associated with HLA-DRB1*04 sub-
alleles, but not necessarily only with
those being associated with RA
(DRB1*0401 and 0404). In 2 MAGIC
patients these suballeles were found.
All patients described in the literature
had typical polychondritis, but not all
did fulfil the classification criteria for
BD. Many features of both diseases
overlap and are not specific. As poly-
chondritis is associated with other

inflammatory rheumatic conditions
such as SLE, spondyloarthropathy,
rheumatoid arthritis and systemic vas-
culitides in 30% of all cases, we sug-
gest that MAGIC syndrome is not a dis-
ease entity, but merely the association
of BD with polychondritis. 

Introduction
In 1985, Firestein et al. (1) described 5
patients with relapsing polychondritis
and Behçet’s Disease and proposed the
term “MAGIC syndrome” (mouth and
genital ulcers with inflamed cartilage).
Thereafter, 6 additional cases were re-
ported. We report on another case and
analyse the HLA-association of the
syndrome, discuss the literature and the
possibility of Behçet’s disease associat-
ed with (“secondary”) polychondritis.

Case report
In February 2003 a 59 year old male
patient of Italian origin presented with
oral and genital aphthous ulcers, and
relapsing anterior uveitis, polyarthritis
and aphthous colitis. Pathergy test was
positive. Three weeks after the first
symptoms he presented with an inflam-
ed and painful right ear (Fig. 1a) and
reddened and painful left eye (Fig. 1b),
under treatment with low-dose steroids
(20 mg prednisolone) and 100 mg aza-
thioprine which had been started 3
weeks ago. On the forearms, he had
typical papulopustules and both elbows
were tender and painful with restricted
motion. Ultrasound of the elbows
revealed synovitis in all compartments
bilaterally. The ophthalmologist diag-
nosed scleritis and prescribed local
steroids. Echocardiography and tho-
racic X ray were uneventful. ESR was
30 mm/hour, CRP 4.53 mg/dl. Liver
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ra
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at
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ra
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em

a 
no

do
su

m
30

30

C
ar

di
ac

1-
6

10

R
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C
en
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er
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m
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A
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ng
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o 
Fi

re
st

ei
n 

et
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l.1 , 
M
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m
 e

t 
al
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Fr
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s 
et

 a
l.9 , 

L
et

ko
 e

t a
l.26

(R
P)

 a
nd

 S
ak

an
e 

et
al
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C
A

SE
 R

E
P

O
R

T
D

oe
s 

th
e 

M
A

G
IC

 s
yn

dr
om

e 
re

al
ly

 e
xi

st
? 

/I
. K

öt
te

r
et

 a
l.

S-
11

1

ac
te

ri
se

d 
by

 r
ec

ur
re

nt
 e

pi
so

de
s 

of
 i

n-
fl

am
m

at
io

n 
of

 c
ar

til
ag

in
ou

s 
tis

su
es

. A
ll

ty
pe

s 
of

 c
ar

ti
la

ge
 c

an
 b

e 
in

vo
lv

ed
,

in
cl

ud
in

g 
th

e 
el

as
ti

c 
ca

rt
il

ag
e 

of
 t

he
ea

rs
 a

nd
 t

he
 n

os
e,

 t
he

 h
ya

lin
e 

ca
rt

ila
ge

of
 t

he
 p

er
ip

he
ra

l 
jo

in
ts

, 
th

e 
fi

br
oc

ar
til

-
ag

e 
at

 th
e 

ax
ia

l s
ite

s 
an

d 
th

e 
ca

rt
ila

ge
 a

t
th

e 
tr

ac
he

ob
ro

nc
hi

al
 t

re
e.

 I
nf

la
m

m
a-

tio
n 

of
 o

th
er

 p
ro

te
og

ly
ca

n-
ri

ch
 s

tr
uc

-
tu

re
s,

 s
uc

h 
as

 e
ye

, 
he

ar
t 

va
lv

es
, 

bl
oo

d
ve

ss
el

s 
an

d 
in

ne
r 

ea
r 

al
so

 o
cc

ur
s.

 S
ys

-
te

m
ic

 s
ym

pt
om

s 
su

ch
 a

s 
fe

ve
r, 

w
ei

gh
t

lo
ss

 a
re

 c
om

m
on

 a
nd

 v
as

cu
lit

is
 a

ff
ec

t-
in

g 
sk

in
 o

r 
in

te
rn

al
 o

rg
an

s 
ha

s 
be

en
de

sc
ri

be
d.

 
M

cA
da

m
 

(3
) 

de
ve

lo
pe

d
di

ag
no

st
ic

 c
ri

te
ri

a 
(T

ab
le

 I
I)

 w
hi

ch
 s

til
l

ar
e 

us
ed

. 
T

he
re

 i
s 

a 
ge

ne
tic

 l
in

ka
ge

 t
o

H
L

A
-D

R
4 

(D
R

B
1*

04
 s

ub
ty

pe
 a

lle
le

s)
,

al
th

ou
gh

 n
ot

 t
o 

th
e 

sa
m

e 
su

ba
lle

le
s 

as
th

os
e 

fo
un

d 
in

 R
A

(4
).

 T
he

 p
at

ho
ge

ne
-

si
s 

of
 R

P
se

em
s 

to
 b

e 
an

 i
m

m
un

ol
og

ic
re

ac
tio

n 
to

 t
yp

e 
II

 c
ol

la
ge

n,
 w

hi
ch

 i
s

pr
es

en
t 

in
 t

he
 s

cl
er

a 
of

 t
he

 e
ye

 a
nd

 i
n

ca
rt

il
ag

e.
 I

n 
pa

ti
en

ts
 w

it
h 

R
P,

 b
ot

h
au

to
an

ti
bo

di
es

 a
nd

 c
el

lu
la

r 
im

m
un

e
re

ac
tio

ns
 t

o 
ty

pe
 I

I 
co

lla
ge

n 
ha

ve
 b

ee
n

sh
ow

n 
(5

-7
).

 R
el

ap
si

ng
 p

ol
yc

ho
nd

ri
tis

in
 a

pp
ro

xi
m

at
el

y 
30

%
 is

 a
ss

oc
ia

te
d 

w
ith

ot
he

r, 
m

os
tly

 a
ut

oi
m

m
un

e,
 d

is
ea

se
s.

 
B

eh
çe

t’s
 d

is
ea

se
 (

B
D

) 
al

so
 i

s 
a 

m
ul

ti-
sy

st
em

 d
is

or
de

r w
ith

 th
e 

hi
st

op
at

ho
lo

g-
ic

al
 c

or
re

la
te

 o
f 

a 
le

uk
oc

yt
oc

la
st

ic
 v

as
-

cu
lit

is
. 

It
 i

s 
ch

ar
ac

te
ri

se
d 

by
 r

ec
ur

re
nt

or
al

 u
lc

er
at

io
ns

, 
ge

ni
ta

l 
ul

ce
ra

ti
on

s,
sk

in
 l

es
io

ns
 s

uc
h 

as
 p

ap
ul

op
us

tu
le

s
an

d 
er

yt
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m
a 

no
do

su
m

, 
a 

no
n-

er
os

iv
e

ol
ig
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rt

hr
iti

s,
 u

ve
iti

s,
 a

nd
 r

ar
el

y 
al

so
ar

te
ri

al
 a

ne
ur

ys
m

s,
 th

ro
m

bo
ph

le
bi

tis
 o

r
de

ep
 v

ei
n 

th
ro

m
bo

si
s,

 a
nd

 C
N

S 
va

s-
cu

lit
is

 (
Ta

bl
e 

II
I)

. 
T

he
 p

re
va

le
nc

e 
of

B
D

 i
s 

hi
gh

es
t 

in
 t

he
 M

id
dl

e 
E

as
t, 

A
si

a
an

d 
M

ed
it

er
ra

ne
an

 c
ou

nt
ri

es
 (

up
 t

o
35

0/
10

0.
00

0)
, 

bu
t 

ve
ry

 l
ow

 i
n 

N
or

th
A

m
er

ic
a 

an
d 

N
or

th
er

n 
E

ur
op

e
(0

.5
/1

00
.0

00
).

 B
eh

çe
t’s

 d
is

ea
se

 is
 a

ss
o-

ci
at

ed
 w

ith
 H

L
A

-B
*5

1 
in

 7
0%

 o
f 

th
e

ca
se

s.
 

T
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a 
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 b
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-
w

ee
n 

th
e 

sy
m
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om

s 
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ed
 i

n 
B

D
an

d 
R

P.
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n 
R
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 o

ra
l 
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s
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 b
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n 
de

sc
ri

be
d 

w
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y 

ot
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r
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m
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s 
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 B

D
, 
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 w

el
l 
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 o

th
er

fo
rm

s 
of

 u
ve

iti
s 

th
an

 s
cl

er
iti

s 
(a

nt
er

io
r,

po
st

er
io

r, 
re
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na

l 
va

sc
ul

it
is

)
(8

).
 S

ki
n

le
si

on
s 

su
ch

 a
s 

er
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he
m

a 
no

do
su

m
 a
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pa

pu
lo

pu
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, 
an

d 
cu
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ou
s 

le
uk

o-
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to
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ti

c 
va

sc
ul

it
is
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w

er
e 
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so

 d
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-
cr

ib
ed

 t
o 
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cu

r 
in

 R
P

(9
).

 F
ir

es
te

in
,

w
ho

 w
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 t
he

 f
ir

st
 t

o 
de

sc
ri

be
 p

at
ie

nt
s

w
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 f
ea

tu
re

s 
of

 b
ot

h 
di

se
as
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 c
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-
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ed

 t
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cr

on
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M

A
G

IC
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lr

ea
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no
-t

ic
ed

 t
hi

s 
ov

er
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p 
of

 c
lin

ic
al

 s
ym

p-
to

m
s 

(1
) 

(T
ab

le
 I

II
),

 a
nd

 d
is

cu
ss

ed
 a

po
ss

ib
le

 s
im

ila
r 

pa
th

og
en

es
is

 o
f 

bo
th

va
sc

ul
iti

c 
di

se
as

es
 e
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om

pa
ss

in
g 

au
to

-
im

m
un

it
y 

ag
ai

ns
t 

el
as

ti
c 

ti
ss

ue
s 

an
d

ca
rt

ila
ge

. 
O

n 
cl

os
er

 in
sp

ec
tio

n,
 th

e 
ca

se
s 

nu
m

be
r

2,
 3

, 
8,

 1
3 

an
d 

16
 w

ou
ld

 n
ot

 h
av

e 
fu

l-
fi

lle
d 

th
e 

cl
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si
fi

ca
tio

n 
cr

ite
ri

a 
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B

D
w

hi
ch
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y 
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e 
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m

m
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de
d 
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r c
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B

D
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n 
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s.
 T

hi
s 
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m
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y 
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e 
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r 

m
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if
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-
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, 
w

hi
ch

 m
os

tly
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e 
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be

d 
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er
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iti
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, 

“c
on

ju
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tiv
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s”
 o

r 
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cl
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-
iti

s”
. A

ll 
th

es
e 

ar
e 

co
m

m
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 a

nd
 ty

pi
-

ca
l o

f R
P,

 b
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f B

D
. I

n 
B

D
, 7

0%
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f
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l 
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s 
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p 
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 m
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-
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on
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he

 c
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he
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 d
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.
H
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e 
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f 
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do
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s 
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D
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cc
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 1
9 
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 3

1 
%
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ll 
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s,

 p
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te
ri
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 u

ve
iti

s 
an

d 
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e 
th

e 
m
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t 
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m

m
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 f
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m
s
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r 
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D
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%
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f
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l 
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 m
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S
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it
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,
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s 
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d 
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ra
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 m
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o 
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, 

bu
t 

ar
e 

ra
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 (
ap
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im
at

el
y 

2 
%

of
 a
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r 
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em
en
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) 

(1
0)
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In
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ra
st

, i
n 

R
P

th
e 

co
m

m
on

es
t 

fo
rm

 o
f

oc
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ar
 i

nv
ol

ve
m

en
t, 

w
hi

ch
 o

cc
ur

s 
in

50
%

 t
o 

60
%

 o
f 

th
e 

pa
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nt
s 

(4
),

 a
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sc
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, e
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ri
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, k
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at
iti

s,
 c
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ju
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-

tiv
iti

s,
 th

e 
la

tte
r 

of
te

n 
w

ith
 c
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se

cu
tiv

e
ul

ce
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tio
ns

, w
he

re
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 h
yp

op
io

ni
ri

tis
 ra

re
-

ly
 o

cc
ur

s 
an

d 
po

st
er

io
r 

uv
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tis
 a

nd
 r

et
i-
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l 
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sc

ul
iti

s 
ar

e 
ex

tr
em

el
y 

ra
re

. H
ow

-
ev

er
, 

ch
or

io
re

ti
ni

ti
s 

w
it

h 
co

ns
ec

ut
iv

e
re

tin
al

 s
ca

rs
 c

an
 b

e 
se

en
 (

8,
 1

1,
 1

2)
.
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, 
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l 

pa
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nt
s 
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ri
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d 
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o
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te
 f
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fi

lle
d 
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e 

M
c 

A
da

m
 c
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ri
a 
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r

R
P,

 b
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e 
of

 1
6 

di
d 

no
t 
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lf

il 
B

D
cl
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tio
n 

cr
ite

ri
a.

 M
os

t 
of

 t
he
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th

-
er

s,
 i
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ng
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he
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 d
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ed
 i

n 
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e
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en

t 
re

po
rt

, 
di

sp
la

y 
so

m
e 

un
us

ua
l

fe
at

ur
es

 o
f 

B
D
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 s

uc
h 

as
, f

or
 e

xa
m

pl
e,

th
e 

la
te

 o
ns

et
 o

f 
B

D
 in

 th
e 

pr
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en
t c
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e.

U
su

al
ly

, 
B

D
 m

an
if

es
ts

 i
n 

pe
op

le
 a

ge
d

25
 to

 3
5,

 p
ri

m
ar

y 
m

an
if

es
ta

tio
ns

 a
bo

ve
an

 a
ge

 o
f 

50
 y

ea
rs

 a
re

 r
ar

e.
T
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ts
 o

f 
th

e 
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en

t l
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ra
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 s

ur
-
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y 

an
d 

th
e 

ca
se
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ep
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t d

o 
no

t s
pe

ak
 in
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vo

ur
 o

f 
a 

si
m

il
ar

 p
at

ho
ge

ne
si

s 
of

bo
th

 d
is

ea
se

s,
 b

ut
 f

or
 th

e 
as

so
ci

at
io

n 
of

po
ly

ch
on

dr
iti

s 
w

ith
 B

D
. P

ol
yc

ho
nd

ri
tis

oc
cu

rr
ed

 s
ec

on
da

ry
 t

o 
B

D
 i

n 
m

os
t

ca
se

s 
de

sc
ri

be
d 

in
 t

he
 l

ite
ra

tu
re

, a
nd

 i
n

th
e 

tw
o 

ca
se

s 
w

ho
 w

er
e 

H
L

A
-t

yp
ed

,
H

L
A

-D
R

4 
su

ba
lle

le
s 

(a
ss

oc
ia

te
d 

w
ith

R
P)

 w
er

e 
fo

un
d 

– 
ou

r 
ca

se
 e

ve
n 

al
so

w
as

 p
os

iti
ve

 f
or

 H
L

A
-B

51
, 

w
hi

ch
 i

s
as

so
ci

at
ed

 w
ith

 B
D

. 
M

os
t 

in
te

re
st

in
gl

y,
 

m
os

t 
ca

se
s 

of
“M

A
G

IC
 s

yn
dr

om
e”

 w
er

e 
de

sc
ri

be
d 

in
W

es
te

rn
 E

ur
op

e 
an

d 
U

SA
, w

he
re

 B
D

 is
ra

re
. 

To
 d

at
e,

 o
nl

y 
on

e 
ca

se
 o

f 
th

is
ov

er
la

p 
ha

s 
oc

cu
rr

ed
 i

n 
a 

co
un

tr
y 

w
ith

a 
hi

gh
 p

re
va

le
nc

e 
of

 B
D

 (
Ja

pa
n)

, 
bu

t
no

t 
in

 o
th

er
s 

su
ch

 a
s 

T
ur

ke
y,

 I
ra

n,
 o

r
ot

he
r 

M
ed

ite
rr

an
ea

n 
of

 M
id

dl
e 

E
as

te
rn

co
un

tr
ie

s.
 T

hi
s 

m
ay

 h
in

t a
t a

no
th

er
 e

th
-

ni
ca

l 
di

ff
er

en
ce

 i
n 

th
e 

ex
pr

es
si

on
 o

f
sp

ec
if

ic
 m

an
if

es
ta

tio
ns

 o
f 

B
D

. 
G

as
tr

o-
in

te
st

in
al

 m
an

if
es

ta
tio

ns
, 

fo
r 

ex
am

pl
e,

oc
cu

r 
m

uc
h 

m
or

e 
co

m
m

on
ly

 i
n 

Ja
pa

n
th

an
 i

n 
ot

he
r 

co
un

tr
ie

s 
(1

3)
, 

w
he

re
as

th
e 

pa
th

er
gy

 p
he

no
m

en
on

 i
s 

re
la

tiv
el

y
co

m
m

on
 i

n 
T

ur
ke

y,
 b

ut
 r

ar
el

y 
po

si
tiv

e
in

 th
e 

U
K

 o
r 

th
e 

U
SA

(1
4)

.
A

s 
in

 R
P

im
m

un
e 

re
ac

tio
ns

 a
ga

in
st

 c
ol

-
la

ge
n 

ca
n 

be
 f

ou
nd

 i
n 

m
os

t 
pa

tie
nt

s,
 i

t
se

em
s 

pr
ob

ab
le

 th
at

 in
 th

e 
au

to
im

m
un

e
di

se
as

es
 w

hi
ch

 a
re

 a
ss

oc
ia

te
d 

w
ith

 R
P,

th
e 

in
fl

am
m

at
or

y 
pr

oc
es

s 
w

hi
ch

 
is

ca
us

ed
 b

y 
th

e 
un

de
rl

yi
ng

 (
“p

ri
m

ar
y”

)
di

se
as

e 
in

du
ce

s 
da

m
ag

e 
of

 e
la

st
ic

 t
is

-
su

es
 o

r 
ca

rt
ila

ge
. 

C
om

po
ne

nt
s 

of
 t

he
da

m
ag

ed
 t

is
su

es
 a

re
 p

re
se

nt
ed

 t
o 

th
e

im
m

un
e 

sy
st

em
 (

w
hi

ch
 i

s 
no

t 
an

er
gi

c,
be

ca
us

e 
th

es
e 

co
m

po
ne

nt
s 

no
rm

al
ly

w
ill

 n
ot

 b
e 

pr
es

en
te

d 
to

 c
el

ls
 o

f 
th

e
im

m
un

e 
sy

st
em

) 
an

d 
fi

na
lly

 t
he

 a
ut

o-
im

m
un

e 
re

ac
tio

n 
ag

ai
ns

t 
th

es
e 

co
m

po
-

ne
nt

s 
(s

uc
h 

as
 c

ol
la

ge
n 

ty
pe

 I
I)

 le
ad

s 
to

th
e 

cl
in

ic
al

 p
ic

tu
re

 o
f 

ch
on

dr
it

is
. 

In
or

de
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